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MANAGEMENT OF THE POTENTIALLY INFECTED OBSTETRIC CASE* 


Epwarp G. Waters, M.D.t 


JERSEY CITY, NEW JERSEY 


HE problem of potential infection in obstetrics 

is not new. Adam was the first man to attend 
a patient with potential infection in childbirth, and 
threat of infection is still the obstetrician’s thank- 
less heritage. Sepsis, which has been the leading 
cause of childbed death through incalculable ages, 
was uncontrolled until the first glimmering hopes 
were stirred by Alexander Gordon, Oliver Wendell 
Holmes, Charles White, of Manchester, and Ignaz 
Semmelweis. 

When one considers the seemingly heroic efforts 
now required to reduce death rates by even | per 
cent, it is awesome to contemplate how the appli- 
cation of the simple principles enunciated by those 
pioneers lowered from 15 to 1 per cent the par- 
turient death loss from sepsis alone. And this was 
before the revelations of Pasteur in 1879 established 
the groundwork, or the procedures of Lister became 
accepted and effective. 

Today, many years later, puerperal sepsis still 
ranks among the most frequent causes of maternal 
death, despite the dangerously complacent attitude 
induced by the advent of the sulfonamides and anti- 
biotic therapy. Although infection may be caused 
by any organism, four out of five are due to strep- 
tococci, and the most severe of these are the 
exogenous infections. The most frequent offenders, 
however, are the various nonhemolytic and some 
of the anaerobic streptococci, whose acquisition 
and acceleration of pathogenicity is dependent 
upon bacterial synergism in the presence of trauma, 
systemic disease, blood loss and other factors con- 
ducive to tissue destruction. The most dramatic 
and earliest reduction in patient loss came with 
control of exogenous infections. Cleanliness of the 
building, the bed and bedding, adequate ventila- 
tion, patient segregation, isolation of febrile 
patients, separation of personnel with or exposed 
to infections, adequate masking, surgical cleanli- 
ness of the obstetrician and aseptic vaginal exam- 
inations accounted for most of the improvement, 
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and these practices are still in effect. The persist- 
ence of puerperal fevers in spite of these precautions 
has led to an appreciation of the role played by 
endogenous infection and the manner in which 
organisms, in the presence of favoring conditions, 
assume degrees of pathogenicity that can be neither 
predicted nor calculated. Every post-partum and 
post-abortal patient has an open wound in the pla- 
cental site. Most of the endogenous organisms not 
only are slow invaders but also break through the 
primary and local defenses with difficulty. The 
physiologic wound is well constructed by nature 
for its own protection. But lacerations, contusions 
and hematomas of the birth tract, retained 
secundines, blood loss, systemic disease and toxemia 
permit bacterial conversion to pathogenic status. 

It is difficult to overestimate the enormous pro- 
tection given the patient and the solace given the 
surgeon by the capacity of the sulfonamides, strep- 
tomycin and penicillin for control of infection. 
Deaths due to bacteremia from Staphylococcus 
aureus and Streptococcus haemolyticus have been 
practically eliminated in my experience. With- 
out minimizing the beneficial effects of these sub- 
stances, one must maintain a rational attitude 
toward present accomplishments. Chemotherapeutic 
attack is not sufficient for many of the infecting 
agents encountered. In many cases successful 
therapy is due to the maintenance of long and well 
established means for restoring physiologic balance 
in the patient under bacterial attack. In certain 
experimental work on peritonitis, also borne out 
by clinical observations, chemotherapy and the 
antibiotics are insufficient in themselves, once the 
disease is well established, to determine recovery. 
Survival is dependent upon the factors present 
before the onset of the disease or subsequent estab- 
lishment of supportive measures to maintain the 
integrity of liver function, which is measurable by 
the capacity of the liver for normal prothrombin 
and fibrinogen production, requiring an adequate 
intake of protein and, through the avoidance of 
anoxemia, blood loss, hypotension and the like, 
a continuous supply of oxygenated blood. 


In any discussion of potential and actual infection 
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during labor and consideration of the ultimate con- 
sequentes therein implied, the two shock-producing 
factors of trauma and infection are almost always 
concomitant. This association, in addition to blood 
loss, with the inevitable lack of available oxygen 
for the maintenance of basic, tissue and organ 
metabolism makes for one of the most severe com- 
binations imaginable. Acute and spreading peri- 
tonitis in itself is productive of a severe and most 
intractable form of shock. While all forms of infec- 
tion in association with trauma and blood loss are 
harmful, peritoneal-cavity involvement is by all 
odds the worst. Thus the combination found in a 
traumatizing delivery worsens the patient’s pros- 
pects if the peritoneal cavity need be opened and 
exposed to direct infection. In the occurrence of 
peritonitis, the bacterial endotoxins manifest power- 
ful shock-producing properties in their poisons. 
Certainly, one may assume, on the basis of practical 
experience in the exhibition of chemotherapeutic 
agents in combating peritonitis, that these drugs 
act favorably against bacteria and endotoxins by 
affording a nonspecific protective action in the 
patient treated but are often ineffective against 
overwhelming infection. The vascular poisoning 
with resultant blood concentration and plasma 
loss produces septic shock and accounts for the well 
recognized efficacy of repeated blood transfusions 
in peritonitis. It hardly seems necessary to repeat 
that it is more important to prevent infection than 
to have to treat it and more important to avoid 
peritonitis than to hope to check it after its devel- 
opment. Whether infections in labor are handled 
by vaginal or abdominal operative procedures, 
the occurrence of trauma, blood loss and infection 
(which, alone and in combination, cause shock) 
interferes with the amount of oxygenated blood 
specifically needed for the organs and tissues for 
the maintenance of normal physiology. Hepatic 
functign within physiologic range above all others 
must be maintained. 

Infection during labor and the puerperium must 
therefore be regarded as wholly preventable if the 
patient is to be given maximal protection. This 
assumption is not invariably correct but must be 
so accepted to approach the irreducible minimum 
of patient loss. 

Accordingly, I have included in management 
of infected labor some brief reference to the ante- 
cedent pregnancy; influencing factors in the labor; 
the preferential selection of manipulations for 
delivering the infected patient; and, finally, pre- 
vention of infection in the post-partum phase. 


Durinc PREGNANCY 


It would be short-sighted indeed to regard 
obstetric infection as solely dependent upon omis- 
sions or commissions during labor and parturition. 
During the pregnancy itself, the obstetrician should 
prevent infection by lessening its occurrence and 
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minimizing its effects when it does occur. Withow 
discussing this phase of the subject exhaustively 
one may comment on some of the more obvious 
measures that can be taken. The patient’s genera 
nutrition, especially vitamin and protein balanee 
should be maintained throughout pregnancy, sad 
especially in the last trimester. The blood pictyp 
must be known for the physician to detect ang 
correct any existing anemia. Patients are routinely 
checked for Rh and blood type, and the record jg 
made available on hospital admission. Early detee. 
tion and treatment of cervicitis, pyelocystitis, 
vaginal infections and the like, as well as a search 
for signs of early toxemia, diabetes and system 
disease, any of which may undermine the patient, 
resistance, are part of good patient care. 

During the last six weeks of pregnancy, contp 
of vaginal infection includes prohibiting tub baths 
intercourse and douching, and consideration of 
intravaginal application of sulfonamides in th 
presence of active vaginal infection. In the lag 
part of pregnancy all primiparas in whom the head 
is unengaged at term are examined by x-ray to guide 
the obstetrician in his later management. All mul 
tiparas with histories of previous difficult deliverig 
should be scrutinized and given most careful x-ray 
study. It is important with the latter group to in 
quire exhaustively into the causes of previous still 
births and neonatal deaths, which may offer a clue 
to prevention of recurrent fetal death or even 
greater catastrophe. 


Durinc LABoR 


It is during:labor that opportunities become most 
manifest and operative in determining the develop 
ment of infection as well as the type of delivery. 
Repeated vaginal examinations, especially when 
there is a low placental implantation and when 
the menibranes have been ruptured, are notable 
for increasing morbidity. Likewise, rectal exam 
inations are not without danger inasmuch a 
adequacy involves protrusion of the rectovaginal 
septum by the examining finger through the cervit 
and against the presenting part. While in general 
it may truly be said that rectal examinations afe 
preferable for routine checks during labor, there is 
no substitute in obstructive labor for a careful and 
complete vaginal examination done under asepti¢ 
precautions. This procedure will often completely 
reorient the operator and indicate a prompt decision 
on management. Abnormal positions and presenta 
tions can be most clearly made out, and these are 
prime factors in delayed labor with inherent septit 
possibilities. On this score, it should be noted wel 
that disproportion and uterine inertia are almost 
inseparable and the presence of the latter bespeaks 
the existence of the former. This leads to prolonged 
labor, which, with or without ruptured membrané, 
means marked increase in morbidity and sepsis. 
Delayed labor due to midpelvic contraction is worst 
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than inlet contraction in that the condition is more 
easily overlooked, with a resultant longer labor. 
Failure of the head to engage or descend through 
the inlet is easily recognizable. In funnel-type 
pelves, the obstetrician is often misled by early en- 
gagement, molding and a seemingly progressive 
although slow descent toward the pelvic floor. By 
the time he is aware of the true situation the life 
of the baby is often jeopardized, and he is put to 
it in deciding for the mother the safest means of 
ending labor. 

When a patient has been in labor more than 
twelve hours or if the membranes without labor 
have been ruptured more than eighteen hours, it 
is my custom to start chemotherapy and anti- 
biotic medication. Penicillin is most frequently 
used although often in combination with the 
sulfonamides; 40,000 units of penicillin is given in- 
itially, 300,000 units of procaine penicillin is given 
every twenty-four hours, and the dosage is main- 
tained through the post-partum stage, being in- 
creased when indicated. Special regard must be given 
patients suffering from toxemia, chronic anemia 
or diabetes or who have lost blood from placenta 
previa or placental separation. The attendants 
are properly garbed and masked to control contam- 
ination. It has been estimated that 1 to 2 per cent 
of all patients are streptococcus carriers, and a 
higher percentage of the staff members are. There- 
fore precautions and preventive measures must 
be taken while the patient is in labor to obviate 
the likelihood of contamination. The treatment 
consists in overcoming any anemia that is present, 
replacement of blood that is being lost, treatment 
of any existing toxemia, assurance of sufficient fluid 
intake during labor, administration of adequate 
sedation to lessen the likelihood of too early inter- 
ference in labor and strict observation of all of the 
standard obstetric principles. It is amazing, upon 
investigation for etiologic factors responsible for 
septic labor, how often such simple cardinal re- 
quirements for delivery as early appreciation of 
malpresentation and full dilatation of the cervix have 
been disregarded. 


Durinc PARTURITION 


It follows when most of the foregoing precautions 
have been taken that infection in labor will not be a 
common sequel. However, in spite of this or because 
of some breach in judgment or management, the 
infected patient reaches the time when delivery is 
imminent or must be concluded. There can be 
little doubt that normal vaginal delivery is safest 
and best for both potentially and actually infected 
patients, since there is neither a sharp demarca- 
tion between the two nor any consistently positive 
method for indicating the transition from one to 
the other. Puerperal infection implies septic con- 
tamination of a wounded genital tract during labor 
or in the puerperium. Certainly, the normal transit 
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of a fetus through an undamaged birth tract 
ranks first in safety. 

It should be remembered that cervical cultures 
from infected and normal patients do not differ 
significantly in bacterial content. Only when there 
is an overwhelming preponderance in the cervical 
or uterine culture of an organism found in the blood 
may it be considered significant. Some factor other 
than the mere presence of these endogenous infectors 
must be found to induce acquisition of virulence. The 
most important cause is trauma in a wide sense. The 
physiologic trauma induced by the separation of 
the placenta opens a large site for bacterial invasion. 
Except for contaminant organisms, the placental 
site is relatively well protected by nature against 
infection. A notable infector is the alpha-hemo- 
lytic streptococcus, for it is never endogenous 
and causes the worst infections (but it is most sen- 
sitive to chemotherapy). When one moves in any 
direction from normal vaginal delivery without 
trauma one increases the risk of puerperal sepsis. A 
close contender for safety to normal vaginal delivery 
is one accomplished by outlet forceps and peri- 
neotomy without other trauma. In what has been 
said thus far, there seems to be some concordance 
of opinion even among those who do battle over 
preferable ways for abdominal delivery. 

Difficult forceps extractions are probably the 
greatest contributors to maternal deaths from 
sepsis. I do not mean that there is no place 
in obstetrics for mid-forceps deliveries or, for that 
matter, craniotomies on dead babies. I have 
indicated that mid-forceps in the presence of mid- 
pelvic contraction or funnel-type pelvis is danger- 
ous and should be supplanted by better means for 
delivery. I believe their frequent use will disappear 
with widening indications for cesarean section and 
with more conservative treatment of the second 
stage of labor. Many of these patients with ade- 
quate sedation, general supportive treatment and 
judicious use of small doses of pitocin would 
deliver spontaneously if given enough time. 
Patients with adequate pelves with dystocia due 
to malpresentation and deflection attitudes can be 
delivered by various means, and I prefer Kielland 
forceps rotation and extraction in many of these 
cases. The effectiveness of a mid-forceps applica- 
tion depends upon the degree of cephalic flexion 
present and the ability of the operator, in the 
absence of mid-pelvic contraction, to exert trac- 
tion without deflection of the head. Better results 
from mid-forceps application will follow their disuse 
in patients with mid-pelvic and outlet contractions, 
and selective adoption of the proper forceps for 
the given pelvis and the special position of the 
vertex therein to be engaged. But the most 
important consideration of all, in the absence of 
definite dystocia, is reliance upon sedation and time. 
To put the matter in other words, one might say 
that no potentially or actually infected patient 
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should have a traumatizing vaginal delivery if the 
incidence of puerperal sepsis is to be diminished. 
If abdominal delivery is indicated, as often it must 
be by the very nature of the circumstances result- 
ing in infected labor, there are two broad selections 
available. The first is cesarean section by one of 
the several types, and the second is cesarean sec- 
tion followed by hysterectomy, which is briefly 
discussed below, that there may be no mistake in 
my position. 

Cesarean hysterectomy is not atraumatic. If 
the infected uterus is opened for the removal of 
the baby before it is extirpated, the result is not 
much better than that from a classic cesarean sec- 
tion. If a Porro type of operation is done, the baby’s 
life is jeopardized. In any event a transperitoneal 
operation is performed, and the infected birth tract 
cut across, as indeed it must be, to remove the 
infected uterus. Sutures must then be placed 


Taste 1. Total Mortality, January 1, 1938,t0 January 1, 1948 


Datum No. PERCENTAGE 
67,959 
Total cesarean sections .................. 2,287 3.30 
Deaths after cesarean section ............. 17 0.74 


through infected tissue at the vault after an appre- 
ciable amount of intraperitoneal tissue has been 
traumatized and exposed at least to local infection. 
I am not without experience with this procedure 
and consider myself capable of estimating its extent, 
although I do not perform it for infected patients. 
Indeed, publications dealingwith morbidity and mor- 
tality of cesarean section and hysterectomy relate 
in the vast majority of cases to noninfected patients, 
although the data might erroneously suggest opera- 
tions done for true puerperal infection. It seems, 
therefore, that the salutary effect of this operation 
is removal of a part of the infected genital tract, 
most notably the uterine placental site with its: 
possible postoperative infection. In opposition 
are the dangers of a transperitoneal operation, often 
with incision into the infected uterus before extir- 
pation and always with an incision across and 
through the infected birth tract. The almost 
universal acceptance that normal, nontraumatic 
vaginal delivery is the best way to deliver poten- 
tially and actually infected women certainly seems 
to negate the need for removing the uterus itself. 
If figures can be presented, as I believe they can, 
to show that abdominal delivery with retention 
of the uterus and without invasion of the peritoneal 
cavity is as safe as or safer than cesarean section 
combined with hysterectomy for infected patients, 
there should be little dispute about how these 
patients should be handled. All obstetricians, espe- 
cially teachers of undergraduate obstetrics, should 
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become so thoroughly adept at all the Procedure, 
available that none of them would have to rational, 
ize himself into the untenable position of chronically 
defending one type of procedure. With competence 
in all, judicious selection for the individual neg 
will naturally follow, rather than autocratic ped. 
antry exhibited by a one-operation department head 

Classic cesarean section was done for years fo, 
infection and obstruction in labor, with the ghastly 
results well known to everyone. The classic opera. 
tion served its purpose and is respected for what 
it did when nothing better was available. It shoul 
never be done in infected labor and, in general prac. 
tice, should never be done at all, except, for instance, 
as part of a cesarean section and hysterectomy for 
accompanying fibroids following clean labor with 
the patient at the end of her childbearing yea, 
I believe the latter procedure is badly abused jg 
young women with one or two children whog 
asymptomatic fibroids might better be treated later, 
if at all, by myomectomy. My experience with q 
large group of patients reveals the occurrence of 
fibroids in association with pregnancy as a rare 
indication for abdominal delivery. Excluding the 
irreconcilables, classic cesarean section should be 
considered as outmoded as vaccine therapy for 
pneumonia. Most obstetricians are in accord with 
the use of low-segment operations, especially with 
the transverse incision, for most patients coming 
to cesarean section. The question has recently 
arisen whether this operation with chemotherapy 
and the antibiotics is sufficient for patients who 
are potentially or actually infected. This will not 
easily or quickly be answered, and series offered 
with low mortality figures, of themselves, will not 


Taste 2. Selective Data on Mortality, October, 1931, to 
January 1, 1945, 


Datum No. PERCENTAGE 
75,238 
Maternal deaths 2 0. 266 
Total cesarean sections .................. 2,039 2.70 
Deaths after cesarean section ............. 29 1.42 
suffice. It will take an accumulation of many 


deaths from puerperal infection and _ peritonitis 
following cesarean section with determination of 
the causes of the deaths and the technics of 
the operations to give the right answer. But at 
least it seems reasonable to believe that the trans 
peritoneal approach cannot possibly be as safe as 
the extraperitoneal section, inasmuch as patients 
even now are dying from peritonitis in spite of ade 
quate amounts of all the semispecific drugs avail 
able. Only when therapeutic measures available 
will save all patients who have peritonitis from 
dying, irrespective of the organism present, caf 
one safely invade the peritoneal cavity to open 
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infected viscera, including the uterus. That day 
has not, as yet, arrived. 

The data on mortality are presented in Table 
| and 2, and the relation of deaths to types of 
cesarean section in Table 3. Extraperitoneal 
cesarean section affords the safest of all abdominal 
approaches to the infected uterus. In an experience 
with 501 cases, with 1 death, or a mortality of 
0.2 per cent, clean, potentially infected and grossly 
infected patients have been dealt with. The death 
that occurred was preventable on a technical basis. 
Sepsis due to direct invasion of the lymphatics and 
blood vessels without peritonitis was not seen. In 
this experience, dealing with more than 67,959 
deliveries in the past ten years, 21 deaths from puer- 
peral sepsis and peritonitis have occurred. The 
position of sepsis in relation to hemorrhage, toxemia 
and heart disease is indicated in Table 4. The sub- 
ject of extraperitoneal cesarean section has been 
dealt with so often in the past few years that there 
is no need to reiterate ali that has been said, but 
I believe, in view of the data submitted, that the 
onus is upon those who will neglect to use the best 


Taste 3. Deaths in Relation to Type of Cesarean Section. 


Type or SECTION No. oF No. or MortALity 
Cases Deatus 
% 
Transperitoneal and exclusion. . 1,406 13 0.92 
Extraperitoneal ............. 483 5 1.03 
Waters supravesical ....... 290 2 0.6 
Latzko paravesical ........ 193 3 1.5 
ne 121 8 6.6 
Porro (hysterectomy) ........ 28 3 10.7 


procedure indicated when there is existing or prob- 
able infection. 

The matter of anesthesia in these patients is of 
importance, especially if there has been any shock- 
inducing blood loss. Blood loss during parturition 
is difficult to estimate, but my rule is to consider 
that the patient has lost one and a half times as much 
as the highest estimate given. In a recent case with 
ruptured uterus, 2750 cc. of whole blood was given 
in addition to plasma and other intravenous fluids, 
and yet twenty-four hours later the hemoglobin 
was 50) per cent. In any event, it is highly improb- 
able that too much blood would be given these 
patients. The anoxemia associated with blood loss 
is furthered by any general anesthesia, and local 
anesthesia is generally not suitable in the presence 
of infection; 90 per cent of my patients are delivered 
with a low spinal anesthetic and forced oxygen is 
given the patient during and subsequent to the opera- 
tion. All vomiting patients are lavaged before anes- 
thesia is induced. All measures mentioned can be 
applied in any hospital, large or small. 

Irrespective of the manner of terminating labor, 
the control of blood loss after delivery of the 
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placenta is extremely important. The use of oxyto- 
cics may be supplemented by use of bimanual com- 
pression if bleeding continues, as suggested nearly 
one hundred years ago by Hamilton. In any event 
the uterus must not be packed. In our clinic the intra- 
uterine pack is almost never used, and in the few 
cases in which it was, the patients died. In reading 


Tasie 4. Causes of Death in Ten-Year Period among 
7,959 Deliveries. 


Cause Patients Patients PATIENTS WITH TorTats 
WITH WITH Cesarean SEcTIONS 
AportTion VAGINAL 
DeELIveRIEs 
Puerperal sepsis 3 10 2 : eee enaineiaiinn 15 
Peritonitis. .... 2 5(2*) 2 (1 lower transverse*) 9(3*) 
rombosis . 3 3 
Embolism . 7 
1 Latzko 
Hemorrhage .. _ 11 3 <1 Porro 14 
1 classic — 
Toxemia...... 9 3 ( 12 
Heart disease .. 2 21 5 (3) 28 


*Peritonitis alone. 
+Post-mortem cesarean section. 


maternal mortality reports one is struck by the 
recurring allegation variously phrased, “‘the situa- 
tion became alarming, and it was decided to pack 
the uterus.”” There has been no death from hemor- 
rhage, and no uterus has been packed in the last 
25,000 deliveries in this clinic. 


Post PartTuM 


I have allowed a limited time for the post-partum 
phase, because respect for and adherence to the 
advice and principles thus far enunciated for preg- 
nancy and parturition largely obviate the need 
of special concern after delivery. This does not 
minimize in any respect the great importance of 
the post-partum period in relation to infection. In 
the potentially and actually infected patient, irre- 
spective of the manner of delivery, previously 
indicated therapy must be continued, and repeated 
checks made to obviate continuing or unrecognized 
secondary anemia. It is well to remember that care- 
ful inspection of the placenta will not eradicate 
occurrence of placental-remnant retention, with 
post-partum complications. Frequent offenders 
are small overlooked succenturiate lobes. Many 
deaths from puerperal fever follow nonfatal but 
severe hemorrhage in the post-partum period. 
Manipulations attendant upon its control, 
especially packing, and the debilitated state 
induced, permit the invasion and growth in viru- 
lence of organisms that normally would be inopera- 
tive. Late post-partum hemorrhages are generally 
severe and sudden and are due to incomplete separa- 
tion of retained secundines or overlooked placental 
pieces. Bleeding, especially when accompanied 


by fever, signifies septic involvement of retained 
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placental segments. The blood must be replaced, 
Fowler’s position employed to ensure adequate 
genital drainage, and the vaginal and perineal 
wounds inspected if morbidity persists. These 
patients are all given oxytocics, preferably ergo- 
trate, routinely the first three days post partum 
to hasten involution and to close off venous and 
lymphatic channels of spread. Adequate fluid and 
vitamin intake is ensured, the bladder is kept 
empty, the blood picture is constantly checked, 
blood cultures and urine specmens are obtained 
if the fever continues and early ambulation is en- 
couraged when the infection is under control. It 
should be recalled that increased trauma with tissue 
autolysis increases prothrombin formation and 
platelet production and thereby increases the 
possibility for peripheral and unfavorable clot for- 
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mation. The use of heparin and dicumarol, iy 
sequence or independently, is indicated to chegh 
thrombus formation or spread. 


CoNCLUSIONS 


Puerperal sepsis often has its beginnings in state 
and conditions during pregnancy that enhang 
its development. In the healthy patient going inty 
labor, blood loss, toxemia and trauma, incident 
to or subsequent upon prolonged labor, inertia and 
difficult delivery, are the most important facto 
in its production. The treatment of infection 
obstruction in labor demands individual conside. 
ation of all the possibilities in the patient’s interest, 
normal, nontraumatic vaginal delivery and extra 
peritoneal cesarean section offering, by all odds 
the most favorable prospects. 


INTENSIVE CHRYSOTHERAPY (WITH LAURON) IN RHEUMATOID ARTHRITIS* 


H. Harotp Friepman, M.D.,7 anp Otto M.D.t 


NEW YORK CITY 


HIS report presents the results obtained with 
intensive chrysotherapy in the treatment 

of 18 patients with rheumatoid arthritis. The pur- 
pose of the study was to investigate the usefulness 
of large quantities of gold salts administered over 
a relatively short period. In spite of the limited 
number of cases treated, our observations are 
reported for whatever significance they may have, 
since we do not plan to continue the investigation. 
Although there has been a trend in this country 
toward relatively small doses of gold salts, intensive 
treatment with gold compounds was employed 
for several reasons. The manufacturer of the 
preparation used in this study proposed an in- 
vestigation of the possibilities of intensive dosage 
under hospital conditions because a single dose 
of 5 gm. administered erroneously to a patient by 
her physician had resulted in some apparently rapid 
benefit and had not been attended by untoward 
reactions; because a short period of intensive treat- 
ment in a hospital, if found to be safe and practical, 
might be advantageous for patients unable to sub- 
mit to the conventional long-term treatment; and 
because aurothioglycanilide (lauron), being in- 
soluble and therefore more slowly absorbed, might 
provide, with intensive doses, a store of gold in the 


*From the Medical Service and Arthritis Clinic of the Fourth Division 
(New York University), Bellevue Hospital. 

This study was aided by a grant from the Endo Company, which also 
supplied the material. 

Assistant in medicine, University of Colorado Medical Center; assistant 
attending physician, Denver General Hospital; associate attending physi- 
cian, National Jewish Hospital, Denver, Colorado; formerly, fellow in 


medicine, New York University College of Medicine, and assistant resident 
in medicine, Fourth Division (New York University), Bellevue Hospital. 

tAssociate clinical professor of medicine, New York University College 
of Medicine; attending physician, Bellevue Hospital; physician-in-charge, 
Arthritis Clinic, Fourth Division, Bellevue Hospital. 


body that would be released for a long period to 
maintain beneficial effects. The fact that large 
doses of gold salts had been regularly given and 
are still advocated by some European worker 
gave us some reassurance. Furthermore, we had 
used lauron for some time in small doses and found 
the frequency of toxicity, in a limited series of cases, 
to be no greater and generally milder than that of 
soluble goid preparations. 

Although we had not been impressed with the 
final effectiveness of conventional doses of gold 
salts, the use of large doses, if found safe, appeared 
to be a worthy test of the efficacy of chryso 
therapy, at least of lauron, in any suppressive action 
on the rheumatoid process or palliation of symp 
toms. It so happened that, at about the time we 
were contemplating this study, a patient with active 
rheumatoid arthritis, who had experienced a num- 
ber of failures with other modes of therapy, vo 
unteered in his desperation to undergo “‘any er 
periment that might help in the slightest way.” 
He consented to the regime proposed, and his was 
the pilot study. Ten gm. of lauron was administered 
to him in ascending doses over an eight-week period 
without complication. His dosage schedule was 
followed in other patients who received this amount. 


MetTuops oF StTupy 


Eighteen patients with active rheumatoid 
arthritis in various stages of the disease wert 
selected for treatment. They were classified as 
presenting the early, moderately advanced of 
greatly advanced stage, according to the severity 
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of the clinical and radiographic findings.’ Of the 
18 cases, 3 were early, 6 moderately advanced, and 
the remainder greatly advanced. Patients in the 
terminal stage of the disease were not included in 
this study. 

Activity was determined by the following 
criteria; the presence of objective signs of joint 
inflammation, including swelling, periarticular ten- 
derness and limited mobility; and elevation of the 
erythrocyte sedimentation rate. These were noted 
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dyscrasia. Two may have received gold salts some 
time previously. 

All patients had been under our observation for 
at least three months prior to chrysotherapy and 
had received the customary basic therapeutic 
measures employed for this disease, without 
objective evidence of improvement. 

All were hospitalized for the course of intensive 
chrysotherapy. No additional treatment, other 
than bed rest and simple orthopedic and physio- 


TaBLe 1. Results of Chrysotherapy in 18 Cases of Rheumatoid Arthritis. 


Patient Ace Sex  Srace or Disease Compounp INITIAL Duration PRESENT ReMARKs 
Dosace Response OF Periop Sratus* 
RESPONSE 
yr. gm. mo. mo. 
57 M_ Greatly advanced Lauron 10.0 No improvement 24 No improvement 
R.A 35 F Moderately advanced Lauron 10.0 No improvement — 20 No improvement 
L. D 67 F Greatly advanced Lauron 10.0 No improvement — 19 Remission Rontaties 6 mo. after 
gold therapy 
A. W. 58 M_ Greatly advanced Lauron 10.0 Slight improve- 18 18 Slight improve- Marked functional im- 
ment ment provement 
CS 38 F Greatly advanced Lauron 10.0 Slight improve- 16 16 Slight improve- Marked functional im- 
ment ment provement 
G.K 45 F Early Lauron 10.0 No improvement _ 16 Remission Remission 3 mo. after 
gold therapy; severe 
exfoliative rmatitis. 
M.A 60 F Early Lauron 10.0 Remission 12 18 No improvement Relapse 1 yr. after com- 
pletion of therapy; 
mild exfoliative derma- 
titis. 
1.8. 55 F Moderately advanced Lauron 10.0 No improvement a 18 No improvement = 
A.C. 58 M_ Greatly advanced Lauron 3.0 No improvement — 8 Slight improve- Slight improvement 4 
ment mo. after gold therapy 
H. B. 69 F Greatly advanced Lauron 3.0 No improvement _ 8 Slight improve- Slight improvement $ 
ment mo. after gold therapy 
B. H. 61 F Greatly advanced Lauron 3.0 No improvement — 3 No improvement _ 
ae 67 F Greatly advanced Lauron 3.0 No improvement _ 1 No improvement _ 
A. T. 30 F Greatly advanced Lauron 1.1 No improvement — 8 No improvement - 
E. F. 40 F Moderately advanced Lauron 1.2 No improvement —_ 12 Slight improve- Slight improvement 6 
, ment mo. after gold therapy 
H. K. 41 F Early Lauron 1.1 No improvement — _ Unknown _ 
V. H. 58 F Moderately advanced Lauron 0.9 No improvement _ 12 o improvement _ 
A. M. 52 M Moderately advanced Solganol-B No improvement — 4 No improvement _ 
oleosum 1.0 
B. M. 45 F Moderately advanced Myochrysine 1.0 No improvement — 2 No improvement — 


*Based on therapeutic score card and new criteria of New York Rheumatism Association. 


in all patients. Most of the patients, in addition, 
presented a low-grade fever, a leukocytosis and a 
moderately severe anemia. Some also had sub- 
cutaneous nodules or some variety of tenovaginitis. 

To exclude subclinical visceral complications, 
thorough laboratory data were obtained in all 
patients prior to therapy. The blood studies con- 
sisted of complete cell counts, estimation of the 
hemoglobin and sedimentation rate, determination 
of the nonprotein nitrogen, sugar, uric acid, total 
protein, albumin-globulin ratio, total cholesterol 
and cholesterol esters and icteric index and the 
cephalin flocculation test. Complete urinalyses 
were likewise performed. Renal-function studies 
consisted of the concentration and dilution tests 
and the phenolsulfonephthalein excretion. Roent- 
genograms of the affected bones and joints were 
obtained in all cases. Joint measurements and the 
ranges of motion of the affected articulations were 
determined before and after therapy. 

None of the patients treated gave a history of 
known toxicity to gold, showed any evidence of 
impaired renal function or suffered from any blood 


therapeutic measures for the prevention of 
deformity, was permitted. 

While the patients were receiving aurotherapy, 
complete blood counts, including platelets, and 
urinalyses were performed twice weekly. The 
erythrocyte sédimentation rate was determined 
every two or three weeks. 

Sixteen patients received lauron, 1 aurothio- 
glucose (solganol-B oleosum), and 1 gold sodium 
thiomalate (myochrysine) for comparative infor- 
mation. 

The dosage of gold salts varied from 0.9 to 10 
gm. The entire quantity was given intramuscularly 
in divided, ascending doses twice weekly for six 
to eight weeks. Eight patients received a total 
amount of 10 gm. during this period; 4 were given 
3 gm., and the remainder, 0.9 to 1.2 gm. Each of 
the patients treated with solganol-B oleosum and 
myochrysine received 1 gm. of these respective 
gold salts. Several patients on intermediate total 
courses of lauron, and 1 on a 1-gm. course of gold 
sodium thiosulfate, have been excluded because 
they did not remain in the hospital long enough 
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for sufficient therapy. It was planned at first to 
treat a larger group given varying total courses 
evenly distributed among the series. The out- 
come of treatment at this point, however, led to 
the termination of the study. Maintenance doses 
were not employed afterward for obvious reasons. 

Patients were included consecutively without any 
attempt at selection according to the severity of 
the disease, except for terminal cases. An explana- 
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still active. The 2 patients whose rheumatoid 
activity slightly decreased have maintained that 
improvement so far. Both have also shown marked 
improvement in functional capacity. Semi-invalids 
prior to treatment, both have subsequently been 
able to conduct their occupations satisfactorily 
in spite of persistent signs of rheumatoid activity, 

One patient with early rheumatoid arthritis was 
unimproved after termination of her course of 1 


TaBLe 2. Results of Intensive Chrysotherapy in 18 Patients with Active Rheumatoid Arthritis. 


Stace or DisEase No. or IniTiAL Response Fina, EvALuation* 
Cases 
GRADE If GRADE LUT GRADE WIT GRADE IVT GRADE If GRADE UT GRADE WIt GRADE ivt 
Stage I (early)t 3 2t 0 0 2 » 0 ) 2 
Stage II (moderately advanced)t 6 0 0 2 4 0 1 4 
Stage III (severe) 9 lt 0 0 9 1 0 4 4 
Totals 18 3} 0 2 15 2 0 5 10 


*No follow-up study was available on 1 patient; on the others the follow-up period was 8 to 18 months. 


TClassification of stages and grades (I —complete remission, II — major improvement, III —slight or minor improvement, and IV — 
no improvement) of response according to criteria of the New York Rheumatism Association. The response was re-evaluated from results on 


our therapeutic score card in some cases. 


One patient had early disease in remission 3 months after completion, and another had greatly advanced disease with complete remission 


6 months after the end of treatment. 


tion of the character of the treatment was given, 
after which each one was required to sign a permit. 


REsULTs 


The results obtained are given in Table 1 and 2. 
Evaluation of the response to treatment was carried 
out by means of the criteria provided in our thera- 
peutic score card,? which, aside from a few minor 
differences, is in close accord with the therapeutic 
criteria adopted by the New York Rheumatism 
Association. Late in the study these therapeutic 


gm. of lauron. Three months later a widespread 
exfoliative dermatitis developed, and_ simul 
taneously there was a complete remission of the 
arthritic picture. It might be questioned whether 
this remission can be credited to gold therapy since 
it occurred so long after aurotherapy was com- 
pleted. For thirteen months this patient so far 
has remained in complete remission, except for 
a moderately ‘elevated erythrocyte sedimentation 
rate, 40 mm. in 1 hour (Westergren method) — 


TaBie 3. Results in 20 Cases of Rheumatoid Arthritis Treated with the Usual Doses of Lauron. 


Stace or Disease No. or IniT1AL Response Finat Eva.uation* 
Cases 
GRADE If GRADE GRADE UIT’ GRADE Ivt GRADE If GRADE IT GRADE GRADE Ivt 

Stage I (early) t 10 5 1 2 2 2 0 3 6 
Stage II (moderately advanced)t 4 | 0 2 1 0 1 1 2 
Stage III (severe)t 6 0 3 2 0 0 3 2 

Totals 20 7 1 7 5 2 1 7 10 

*The follow-up periods ranged from two to four and a half years (recently completed); recurrences in Grade [ shifted (noted in three 
to thirty-six months). There were 3 toxic reactions, none of which were serious. 

+The classification of stages and grades of response, re-evaluated from results on our therapeutic score card to therapeutic criteria of the 
New York Rheumatism Association, was the same as that outlined in Table 2. 


criteria were applied simultaneously with the thera- 
peutic score card. 

Of the 18 patients observed, 1 with early rheuma- 
toid arthritis was in complete remission at the end 
of the course of gold therapy. Two patients in the 
greatly advanced stage showed slight improvement 
in the signs of rheumatoid activity, and the 
remainder were unimproved or worse when treat- 
ment was terminated. 

The patient in whom remission was observed 
relapsed one year later, and her disease process is 


“greatly improved,” according to the new thera 
peutic criteria. 

Another patient, who was unimproved after 
chrysotherapy, had a complete remission six months 
later. Her disease process has remained clinically 
inactive for twelve months. It is more debatable 
in this case whether the good effect can be at 
tributed to the therapy as a “delayed response” 
postulated for this type of gold preparation. 

Three patients who initially were unimproved 
developed somewhat better functional capacity 
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and showed slightly decreased signs of rheumatoid 
activity beginning four, five and six months respec- 
tively after completion of gold therapy in what 
again might be regarded as “‘delayed responses.” 

The toxic reactions in this series consisted only 
of one severe and one mild local exfoliative derma- 
titis. The patient with the severe exfoliative der- 
matitis, after a stormy course, made a complete 
recovery. 

Eosinophilia of varying degree was encountered 
in nearly all these patients while they were under 
treatment. The count ranged from 3 per cent to 
17 per cent in 15 of them. Two cases with eosino- 
phil counts up to 22 per cent and 43 per cent 
developed, respectively, a mild and a severe exfolia- 
tive dermatitis. A high degree of eosinophilia may 
be a premonitory sign of impending toxicity, 
although one patient exhibited a count of 29 per 
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It may not be irrelevant to mention at this point 
that even the better results of the small doses are 
statistically close to those reported by Short and 
Bauert with simple medical and _ orthopedic 
measures. It is therefore doubtful whether auro- 
thioglycanilide in either of these groups has shown 
promise of long-range benefits superior to those 
observed after general medical measures. How- 
ever, a suggestively greater number of initial remis- 
sions following Completion of chrysotherapy among 
patients receiving smaller doses can have been only 
of questionable significance in such a small num- 
ber of patients for the length of time treated. 

Ia our very limited series of cases, large doses 
of lauron did not prove unduly toxic, but it must 
be stated that one of us (O.S.) has observed else- 
where severe skin reactions from conventional doses 


of aurothioglycanilide. In fact, in our small series 


TaBe 4. Gold Levels* in Blood, Urine and Feces.t 


PATIENT Totat Dose Averace Goup LeveL 1N Averace Gotp In Averace 1n 
Lever 1n WHoLte Wuote Bioop One Urine (Twenry- Feces (Twenty- 
BLoop DURING WEEK AFTER Four-Hour Four-Hour 
Latter Part or CoMPLETION OF Excretion) Excretion) 
THERAPY THERAPY 
gm. microgm. per 100 cc. microgm. per 100 cc. microgm. microgm 
Solganol-B oleosum 1.0 0.156 0.122 0.167 0.100 
ee Myochrysine 1.0 0.253 0.265 0.261 0.158 
) eee 0.9 0.132 0.120 0.035 0.026 
3.0 0.028 0.105 0.059 
A. W. ........Leuron 10.0 1.4 
..Lauron / 10.0 —t 3.4 


*Spectrographic analysis (accuracy of method, + 15 per cent). 
+Determinations by Charles J. Umberger, Ph.D. 
tNo determinations dones 


cent without adverse symptoms. Further detailed 
experience with eosinophilia in chrysotherapy will 
be reported separately.® 


Discussion 


From the results obtained in a limited series of 
cases, according to our standards of evaluation, it 
appears that intensive gold therapy with large or 
accelerated doses of lauron offers no advantage 
over treatment with smaller doses in the usual 
manner. The number of patients is admittedly 
too small to permit final appraisal of this form of 
treatment, although it does provide a highly sug- 
gestive index to its effectiveness. For comparison, 
we are including the results obtained by us with 
the usual doses of lauron in 20 patients with this 
disease (Table 3). In this group the total dosage 
ranged from 1 to 3 gm., given in one to three courses 
for six months to two and a half years,. together 
with a follow-up period of from two and a half to 
four and a half years. If it is permissible to draw 
tentative deductions concerning the trend of re- 
sponse in such small groups, the figures suggest, 
surprisingly enough, that the immediate results 


with lesser doses are better than those with massive 
dosage. 


all toxic reactions with usual and large doses of this 
substance consisted of cutaneous manifestations. 
An unpredictable personal factor probably is in- 
volved in many toxic reactions and fortunately 
did not appear, except in 1 case. This patient 
developed a severe exfoliative dermatitis. Since 
this complication may occur with small doses of 
gold, it cannot be ascribed merely to the large 
amounts employed. 

On the whole the results obtained with intensive 
and accelerated chrysotherapy in this relatively 
small number of cases have been poorer than those 
reported by others with lauron®’ and with other 
gold salts. Since aurothioglycanilide is an insoluble 
salt, the question then arises whether it is absorbed 
in sufficient quantities to be effective, particularly 
when given so rapidly and in massive doses. The 
fact is that the blood levels attained by the large 
doses of lauron, estimated by spectrography, were 
within the ranges of those produced by much 
smaller quantities of the other gold compounds, 
or they showed a rise in proportion to the amount 
of this salt administered (Table 4), at least one week 
after the completion of therapy. While it is true 
that roentgenograms taken by us, in some cases 
as long as two years after lauron therapy, have 
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shown the presence of radiopaque material in the 
soft parts, spectrographic analyses of gold in the 
blood and excreta during the course of treatment, 
and afterward, in some of the patients in this series 
have shown gold levels within proportionately lower 
but comparable therapeutic ranges reported with 
other gold preparations.*:* Chemical studies of 
gold in blood, urine and feces also were carried out 
in almost every case. Owing to the uncertainty 
among members of the Toxicology Department, 
where the analyses were done, regarding the 
accuracy and reliability of these determinations, 
it was deemed advisable not to include them.* 


SUMMARY AND CONCLUSIONS 


The results of intensive and accelerated gold 
therapy in 18 patients with active rheumatoid 
arthritis in various stages of the disease are 
reported. Sixteen patients were treated with auro- 
thioglycanilide (lauron), one with aurothioglucose 
(solganol-B oleosum) and another with gold sodium 
thiomalate (myochrysine). The dosage ranged 
from 0.9 to 10 gm. administered over a period of 
six to eight weeks in each case. 

The initial results, immediately after completion 
of the gold therapy, were as follows: complete remis- 
sion of signs, 1 case; slight improvement, 2 cases; 
and no improvement, 15 cases. The patient who 
went into complete remission subsequently relapsed. 

*Spectrographic and chemical analyses were conducted through the 


courtesy and interest of Drs. Alexander O. Gettler and Charles J 
Umberger. 
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Complete remission of symptoms and signs 
occurred in 2 other patients three and six months 
respectively after intensive chrysotherapy, and each 
has maintained that status for thirteen months, 
These may be regarded as _ initial, “delayed 
responses, but may have been spontaneous.” 

The use of large doses of gold salts over a shor 
period in this series of patients was not attended by 
an increased number of reactions, but the group js 
too small for any positive deductions regarding the 
safety of intensive chrysotherapy. 

Large and accelerated doses of aurothiogly. 
canilide in these cases did not exert impressive pal. 
liative or suppressive effects on the signs and symp 
toms of rheumatoid arthritis. 
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PEPTIC ULCERATIONS — WARREN AND MEADOWS 367 


SUBTOTAL GASTRECTOMY OR VAGOTOMY FOR PEPTIC ULCERATIONS* 


Early Results and Postoperative Symptoms 


Ricuarp Warren, M.D.,} anp 
WEST ROXBURY, 


VER since the operation of vagotomy has been 

used in the treatment of peptic ulcer numerous 
reports have appeared analyzing the early post- 
operative results. The first of these that has made 
a direct comparison between the results of this 
operation and of those of subtotal gastrectomy 
has been that of Allen.! He found good results in 
85 per cent of the gastrectomy groups and 87 per 
cent of the vagotomy, fair results in 7 per cent and 
6 per cent, and poor results in 8 per cent and 7 per 
cent of the two groups respectively. The post- 
operative mortality in the gastrectomy group was 
2 per cent; in the vagotomy group it was zero. 
Allen concluded that the early and interim results 
from the operation of vagotomy showed that the 
number of patients who did not fare satisfactorily 
after operation was roughly the same as that in the 
subtotal gastrectomy group. He outlined clinical 
criteria for the use of the two operations to serve 
as a temporary guide until more information on 
these operations should be acquired. Although the 
follow-up period of our patients who have had 
vagotomy is still extremely short we have been 
tempted to make a similar comparison between the 
operations and to check our results against those of 
Allen and other observers in this field.?-® 


REVIEW OF THE LITERATURE 


Follow-up studies on gastric surgery” have 
logically divided unfavorable results into three 
categories: mortality, incidence of recurrent (stomal) 
ulcer and incidence of unfavorable side effects — 
that is, easy gastric filling, nausea and vomiting, 
food intolerance, dumping syndrome, failure to 
‘gain weight, poor appetite and anemia. 


Mortality 


Reported mortality rates following subtotal 
gastrectomy have fallen during recent years’: !° #8 
to a level of 1 to 3 per cent. The chief cause of this 
mortality has been technical failure properly to 
manage closure of the duodenal stump." Careful 
management and operative technic should, there- 
fore, enable this figure to approach zero. 

The mortality following vagotomy has been cal- 
culated as 1.6 per cent from a total of 481 cases 


*Presented at the annual meeting of the New England Surgical Society, 

ew Haven, Connecticut, October 1, 1948. 

Published with permission of the Chief Medical Director, Department 
of Medicine and Surger », Veterans Administration, who assumes no 


cmmoneibility for the opinions expressed or conclusions drawn by the 
T. 


. TChief, Surgical Service, Veterans Administration Hospital; associate 
tn surgery, Harvard Medical School. 


tResident in surgery, Veterans Administration Hospital. 


Epmunp C. Meapows, M.D.t 


MASSACHUSETTS 


(Table 1). The causes of these deaths are listed in 
Table 2. With the exception perhaps of the case 
of aspiration pneumonia, they have been sudden 
and unpredictable. 


Recurrences 


_ The incidence of stomal ulcer following high 
subtotal gastrectomy for duodenal ulcer is between 


TaBLe 1. Mortality Following Vagotomy. 


AUTHOR No. or No. or 

Cases Deatus 
Warren and Meadows ................00005 30 0 


3 and 10 per cent!® !*2 or considerably less than 
the figure of 10 to 30 per cent reported for that 
following gastroenterostomy.?° 

The early incidence of persistence or recurrence 
of old ulcers or the occurrence of new ulcers follow- 
ing vagotomy has been calculated as 4.2 per cent 


TaBLe 2. Causes of Death after Vagotomy Reported in the 


Literature. 

Cause or Deatu No. or 

Cases 


from a total of 427 cases (Table 3). In the cases 
reported as recurrences by Dragstedt and his asso- 
ciates'® the insulin test of Hollander, in which in- 
sulin hypoglycemia is used to provoke a vagus- 
mediated gastric secretion, showed the operations 
to have been technically incomplete. In the study 
of Walters et al.'* 17 and in ours this has not been 
uniformly true. In 2 cases from the composite 
group new gastric ulcers developed in the post- 
operative period, vagotomy having been done for 
duodenal ulcer. A possible explanation for such 
an occurrence has been offered.”® 
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Unfavorable Side Effects 


The difficulty of evaluating unfavorable side 
effects following gastrectomy was shown by St. 
John and his co-workers,"' who stated that almost 
20 per cent of people without ulcers have, according 
to their answers to a follow-up questionnaire, 
symptoms that would place them in an unsatis- 


Taste 3. Recurrent or Persistent Ulcer after Vagotomy. 


AuTHOR No. or No. or 

Cases ULcers 
Meadows 30 3 


factory group. Jordan® found that 60 per cent of 
patients had gastrointestinal symptoms of some 
sort after gastric resection for duodenal ulcer. St. 
John et al." stated that approximately half the un- 
satisfactory results were due to features other than 
recurrent ulceration. Allen and Welch’ noted per- 
sistent gastrointestinal symptoms in a third of the 
patients. The most frequent residual symptom 
was that of a “small stomach,” — that is, the in- 
ability to eat a full meal, and discomfort, gas or 
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syndrome in 5.6 per cent of 500 cases. Contrary 
to popular opinion, they found that the syndrome 
persisted in 21 of 24 cases, after periods of five tg 
eight years. 

Hypochromic anemia following subtotal gastres. 
tomy occurs in between 5 per cent and 9 per cent 
of cases.?* Macrocytic anemia is very rare.” Anemig 
is more common in women than men*® and is rel. 
tively unresponsive to iron and liver therapy, being 
best relieved by vigorous dietary means.*! 

The most detailed analysis of the unfavorable 
side effects following vagotomy has been made 
by Grimson and his co-workers,* who in a series of 
57 cases reported uncomfortable gastric fullness ip 
40, gas pains in 38, trouble with swallowing in 21, 
temporary diarrhea in 20 and episodes of acute 
epigastric pain in 6. The authors report, on the 
other hand, that 50 of the 57 patients gained weight 
postoperatively, and 53 were able to pursue gainful 
employment. Moore*:* has reported that although 
some symptoms, usually fullness, were present in 
56 per cent of his patients, 87 per cent were satis- 
fied with the result of the operation. A composite 
summary of this review of the literature is given 
in Table 4. It has served as a baseline for this 
study. 


MATERIAL 


Source 


During the 24 months, July 1, 1946, to June 30), 
1948, out of 494 patients admitted to the West 


Taste 4. Reported Results Following Partial Gastrectomy for Duodenal Ulcer Contrasted with Those Following Vagotomy 
for Duodenal or Stomal Ulcer. 


AvuTHOR Approximate ComBinep REsuLTs AFTER 
PartTiAL GASTRECTOMY 


MORTALITY RECURRENCE UNFAVORABLE 
OF ULCER SIDE EFFECTS 


% % % 
Allen and Welch’ .... 
Lah } 1-3 


Lewisohn®® ......... 3-10 


Allen and Welch’ .... { 30-60 


AUTHOR Approximate ComBinep RESULTS AFTER 
VacoTomy 
MORTALITY RECURRENCE UNFAVORABLE 
OF ULCER SiDE EFFECTS 
% % % 


Dragstedt et .... 

rimson et al. ...... 
Walters et al.17 ...... 1.6 
Warren and Meadows 


Dragstedt et .... 
rimson et al.? ...... 
Walters et al.17 ...... 


Warren and Meadows 


Grimson et al.? ...... { 50-75 


-nausea after eating. They found that more patients 
‘lost weight than gained, but that symptoms referable 
‘to this were unusual. The average weight loss was 
early twice as high in women as in men. 


The dumping syndrome, or “dumping stomach,” 


-so named by Mix’® in 1922, represents perhaps a 


more distressing side effect of gastrointestinal 
anastomosis than any other. Custer, Butt and 
Waugh?’ found typical features of this postprandial 


Roxbury Veterans Hospital with peptic ulcer 
(Table 5) 120 operations were performed with the 
purpose of curing the ulcer (Table 6). Eighty-nine 
of these operations were subtotal gastrectomies, 
were vagotomies, and 3 were gastroenterostomies. 
The selection of patients for operation was based 
upon their failure to be controlled on medical 
therapy. Medical treatment was deemed to have 
failed if pain could not be alleviated in the hospital. 
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Moreover, if outside the hospital under normal 
environmental conditions, a patient repeatedly be- 
came uncontrollable in spite of proper dietary 
discipline, he was selected for operation. Other 
indications of failure of medical treatment were re- 
peated massive hemorrhages in a young man or 
one or more massive hemorrhages in an older one, 
and pyloric obstruction of a cicatricial sort. In 
general, the older the patient, the more seriously 
we have regarded the symptoms of hemorrhage.® 
It is in this group that we have adopted the policy 
of urgent operation if the hemorrhage persists or 
recurs. 
The patient with low intelligence, compensation 
neurosis or emotional factors that make it impos- 
sible for him to follow a proper medical regime 
presents a special problem. Results here are rela- 
tively poor regardless of the treatment used. In our 
clinic we have been more prone to treat these pa- 
tients by surgical than by medical methods. This 
attitude has been adopted for the following reasons. 
The readmission of such patients to the hospital 
is frequent. Their complaints, although often un- 
convincing, can never be put aside as inconsequential 
as long as an active ulcer is shown by x-ray ex- 
amination. After operation, which removes or 
heals the ulcer, although the patient’s previous 
social and economic existence is seldom improved, 
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uncertainties produced by conflicting x-ray studies, 
such as whether the ulcer was on the gastric or 
duodenal side, whether there were unusual duodenal 
deformities and occasionally whether an ulcer was 
present at all; obviously poor mechanical situations 
resulting from ill advised previous surgical pro- 
cedures, such as high anterior gastroenterostomy; 


Tasie 5. Types of Peptic Ulcer, Veterans Administration 


ospital, West Roxbury, Massachusetts. 
Type or Utcer No. or No. or 
Patients DiscHarcEs 
10 (2.0%) 12 (2.1 2) 
Duodenal and gastric . 5 (1.0%) 5 0.9 


and pyloric obstruction. All patients not falling 
under these contraindications were submitted to 
vagotomy. 

A follow-up study was made on 54 patients who 
had received subtotal gastrectomy and on 22 pa- 
tients who had received vagotomy. These pa- 
tients were unselected and comprised all those 
who could be communicated with and who had been 


TaBLe 6. Surgery for Peptic Ulcer, Veterans Administration Hospital, West Roxbury, Massachusetts. 


OPERATION Cases oF 
ODENAL 
Utcer 
Partial gastrectomy: 
Vagotomy: 


1 

Transabdominal alone ......... 4 

Transabdominal and gastrointestinal anastomosis: 
Posterior gastroenterostomy 4 


Posterior gastroenterostomy 3 


Cases or Cases oF Torats PATIENTS No. or 
Gastric STomMaL Recervinc Deatus 
Utcer ULcer DEFINITIVE 
SurcEry 
26 0 81 
1 0 9 
1 0 8 
89* 3 (3.3%) 
3 14 
1 5 
5 
4 
28 0 
3 
ane 3 0 
23 
28 4 152 120t 3 (2.5%) 


*Completed resections. 
TOr 21 per cent of discharged ulcer patients (569). 


the fear of serious complications such as perfora- 
tion and hemorrhage is diminished, and a complex 
clinical picture simplified. 

In the group of patients chosen for surgical pro- 
cedures we made a further selection for the operation 
of vagotomy by considering all patients suitable 
for vagotomy who did not have the following contra- 
indications*®; recent massive hemorrhage in pa- 
tients over forty-five years of age, or active bleed- 
ing at the time of operation at any age; diagnostic 


operated upon during the first eighteen months of 
the two-year period. The length of the intervals 
between operation and examination varied between 
four and twenty-four months. 


Age 


Because of the manner of selecting the two groups 
of patients there was considerable disparity in their 
average age. The ages of the gastrectomy patients 
ranged from twenty-three to sixty-six years and 
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averaged forty-nine years and one month. Those 
of the vagotomy patients ranged from twenty- 
three to fifty-two years, with an average of thirty- 
four years. 


Mortality 

There were 3 deaths in the gastrectomy group. 
A subtotal gastrectomy for gastric ulcer was fol- 
lowed by death due to pneumonia and paralytic 


ileus. A second patient succumbed to retroperi- 
toneal sepsis from a leakage from the duodenal 


Taste 7. Summary of Unfavorable Side Effects in 76 Patients 
Who Received Partial Gastrectomy or Vagotomy.* 


Sipe Errect Partrat GAsTRECTOMY VacoTomy 
NO. OP PERCENTAGE NO.OF PERCENTAGE 
PATIENTS PATIENTS 
ESSE ae 3 5.5 6 28.0 
9 16.6 31.0 
Poor appetite ...... 9 16.6 6 28.0 
4 7.4 4 18.1 
Restricted diet ..... 18 33.3 5 22.7 
Dumping syndrome . 25 46.3 4 18.1 
Easy fatigue ....... 21 38.8 5 24.7 
oor economic result 9 16.6 1 4.5 


*The average gain in weight was 7.9 pounds for patients receiving 
ea, and 5 pounds for those receiving vagotomy. The average 
moglobin in the two groups was, respectively, 79 and 87.5 per cent. 


stump. The third patient died of pneumonia after 
an emergency operation for bleeding gastric ulcer 
done in the presence of bilateral lobar pneumonia 
and portal hypertension. Although this patient is 
included in the calculation of the total mortality 
of 3.3 per cent after subtotal gastrectomy, such 
inclusion does not render this figure accurate for 
elective subtotal gastrectomy, which is 2 deaths 
in 89 cases, or 2.2 per cent. Although there were 
no postoperative deaths following vagotomy, there 
were 2 late deaths, 1 from periarteritis nodosa and 
the other from perforated recurrent ulcer. 


Recurrent Ulcer 


Among the 22 patients who underwent vagotomy 
3 demonstrated peptic ulceration postoperatively: 
one, a persistent and reactivated duodenal ulcer; 
another, a recurrent duodenal ulcer after six months 
of relief; and a third, a fresh ulcer occurring in the 
stomach a few days after vagotomy for duodenal 
ulcer. Two of these patients showed absence of 
vagus function according to the generally accepted 
interpretation of the insulin test. In the third case 
an insulin test was not performed. One of these 
patients is now well after a gastric resection. Another 
had a thorough exploration of the esophagus from 
the root of the lung to the stomach to determine 
whether regenerated nerve fibers could be dis- 
covered. Although none could be found, he was 
again relieved for six months by the exploration 
alone but then returned with a perforated ulcer 
fourteen hours old and died rapidly in shock before 
suture could be done. Autopsy showed persistent 
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continuity of at least some of the fibers of the 
right vagus. 

At this early date there have been no proved re 
current ulcerations among the 54 patients whom 
we have examined since subtotal gastrectomy. Ope 
of the patients experienced ulcer type of pain, but 
barium meal and gastroscopy showed no ulcer 
and the pain disappeared after reassurance. Three 
others had epigastric pain unlike the previous ulcer 
pain. After making this study we have heard that 
1 of the 2 patients receiving subtotal gastrectomie 
who did not respond to our request for a follow-up 
interview is at another hospital with an anasto 
motic ulcer. Two patients from the vagotomy 
group, in addition to the 3 who had recurrent ulcer, 
had some mild epigastric pain, but gastrointestinal 
x-ray films showed no active ulceration. 


Unfavorable Side Effects 


Table 7 summarizes the incidence of unfavorable 
side effects in the two groups. Pure gastrointestinal 
symptoms such as pain, vomiting and diarrhea tend 
to be more prominent in the vagotomy group, 
Other symptoms such as poor appetite, fatigue and 
dumping syndrome predominate in the gastrectomy 


group. 


General Appraisal 


An appraisal of the success of the two operations 
was made by consideration of both the patient’s 
statement whether he was satisfied and the e 
aminer’s appraisal of that statement. In the sub 


Taste 8. Summary of Unfavorable Side Effects in 11 Patients 

Who Had Vagotomy in Addition to Gastrointestinal Anaste- 

mosis, as Compared with 11 Patients Who Received Vagotomy 
Alone. 


Cases or Vacotomy Cases oF VAGOTOMY 
WITHOUT WITH 
GAsTROENTEROSTOMY* GAsSTROENTEROSTOMY} 


Siwe Errect 


Peer eppegte 
Restricted diet ......... 
Dumping syndrome . 
Poor economic result . .. 


CO 


*The average weight gain in this group was 10 pounds, and the average 
hemoglobin 90 per cent. 

+The average weight gain in this group was 0 pounds, and the average 
hemoglobin 85 per cent. 


total gastrectomy group 41 (75.9 per cent) of the 
54 patients were enthusiastically satisfied with 
the results of the operation. No patient was dit 
satisfied. In the vagotomy group 15 (68.1 per cent) 
of the 22 patients were enthusiastically satisfied, 
and 2 were dissatisfied. The examiner’s appraisal 
in the gastrectomy group was that 28 (51.8 per cent) 
of the 54 patients had an optimal result, whereas 
only 4 had poor results. In the vagotomy group; 
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jimilarly, 10 (45.4 per cent) of the 22 patients had 
an optimal result whereas 4 had poor results. It is 
significant that the poor results occurred pre- 
dominantly in the patients who had vagotomy 
alone rather than vagotomy in addition to a gastro- 
enteric stoma (Table 8). 


Discussion 


It is recognized that because of the manner of 
their selection the comparison between the two 
groups here presented is not strictly valid. Some 
of the contrasting results are explicable on the basis 
of differences in age, which might explain the differ- 
ence in employment status and fatigability, for 
instance. 

Another point in which the two groups differ 
is the fact that 31.4 per cent of the patients in the 
gastrectomy group, whereas none in the vagotomy 
group, had gastric ulcers. We have not, however, 
found the incidence of unfavorable side effects to 
be less in patients who have had subtotal gas- 
trectomy for gastric ulcer than in those having sub- 
total gastrectomy for duodenal ulcer (Table 9). 

Certain impressions can, however, be drawn from 
the study. Mortality following vagotomy has been 
slightly lower than that following gastrectomy. 
The causes of the deaths that have followed 
vagotomy, on the other hand, have often been 
unpredictable. This has not been true of the deaths 
following subtotal gastrectomy. The early recur- 
rence of ulcer following vagotomy has not been 
strikingly less frequent than that following sub- 
total gastrectomy. The unfavorable side effects 
that follow vagotomy are as frequent as those 
following gastrectomy. They are, however, more 
likely to be gastrointestinal — that is, vomiting 
and diarrhea. In the gastrectomy group, dumping 
syndrome, failure to gain weight and loss of energy 
predominated. The patients who had a vagotomy 
with a gastroenteric stoma gained, on an average, 
no weight. It may be that the addition of such a 
stoma to the operation of vagotomy prevents symp- 
toms of gastric retention but adds the factor of 
interference with nutrition that may plague the 
patient after gastrectomy. 

In general the results in our small group and the 
impressions drawn therefrom have coincided with 
those of Allen.! We have found a slightly higher 
incidence of ulceration after vagotomy (3 cases 
in 22) than he reported (1 case in 75). Our good 
results in both the vagotomy and gastrectomy 
groups are about 10 per cent lower than his. For 
the purposes of the over-all impression, however, 
these differences are minor. 

We recognize that a patient who enjoys a perfect 
result after vagotomy possesses a gastroduodenal 
tract that is anatomically and functionally more 
nearly normal than that of a patient who has 
received a subtotal gastrectomy. We hope that a 
larger experience with the procedure will teach 
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us how to make such results the rule. Until that 
occurs, however, it seems to us wise that as a routine 
policy subtotal gastrectomy should be the preferred 
elective operation for most patients with duodenal 
and gastric ulcers. Vagotomy we now reserve for 
the patient with marginal ulcer or the patient who 
is young and in whom a strong emotional back- 
ground to the hypersecretion can be established 
either by laboratory test or by surmise from the 
patient’s reaction to his environment. When 


TaBLe 9. Summary of Unfavorable Side Effects in 17 Patients 

Who Received Partial Gastrectomy for Gastric Ulcer Com- 

pared with 37 Patients Who Received Partial Gastrectomy for 
Duodenal Ulcer. 


Swe Errect Gastric Utcer* Dvopenat Utcert 


NO. OF PERCENTAGE NO. OF PERCENTAGE 
PATIENTS PATIENTS 
2 11.7 1 2.7 
Poor appetite ...... 1 5.8 8 21.6 
1 5.8 3 8.1 
Restricted diet ..... 7 41.1 11 29.7 
Dumping syndrome . 10 58.8 15 40.5 
Easy fatigue ....... 9 52.9 12 32.4 
Poor economic result 6 35.2 3 8.1 


*The average weight gain in this group was 6.7 pounds, and the average 
hemoglobin 80 per cent. 


+The average weight gain in this group was 9 pounds, and the average 
hemoglobin 78 per cent. 


vagotomy is performed for duodenal ulcer a con- 
comitant gastroenteric stoma is created to avoid 
excessive gastric retention. 


SUMMARY 


An analysis is made of a series of 120 definitive 
operations performed for peptic ulcerations of the 
stomach, duodenum and gastroenteric stoma with 
a view to comparing the results following subtotal 
gastrectomy and those following vagotomy. 

The mortality was 3.3 per cent among 89 subtotal 
gastrectomies and 0 among 28 vagotomies. 

Fifty-four patients who had subtotal gastrectomy 
and 22 patients who had vagotomy were examined 
four to twenty-four months after operation. There 
was 1 early recurrence of peptic ulceration in the 
former group, and 3 in the latter. 

We have confirmed the findings of Allen that 
the incidence of unfavorable side effects was quan- 
titatively comparable in the two groups and have 
concluded with him that for the time being the use 
of vagotomy should be restricted to patients with 
anastomotic ulcer and to young patients without 
pyloric stenosis and with a presumably strong 
emotional phase of gastric secretion. 
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CLINICAL NOTE 


DEVELOPMENT OF CARDIAC MURMURS 
IN SUCCESSFULLY TREATED CASES OF 
BACTERIAL ENDOCARDITIS 


Ricuarp T. Besse, M.D.,* 
AND 
Joun K. MeENeEE Ly, Jr., M.D.7 


ALBANY, NEW YORK 


HE presence of cardiac murmurs as an aid in 
the diagnosis of subacute bacterial endocardi- 
tis has been stressed in the past. Paul et al.' noted 
significant murmurs on admission in 100 per cent 
of their 44 cases treated with penicillin. Levine’ 
states that “the absence of any murmur is a very 
reliable clue in eliminating the diagnosis of sub- 
acute endocarditis” and comments that he has seen 
only one case in which no murmurs were heard. 
White,*? however, mentions the development of 
murmurs during the course of the disease, and in- 
dicates that in rare cases no murmurs are ever 
present. The following cases, 2 of subacute bac- 
terial endocarditis and 1 of acute bacterial endo- 
*Professor of medicine, Albany Medical College; head, Department of 
Medicine, Albany Hospital. 


TtAssistant in medicine, Albany Medical College; medical director, 
Albany Hospital. 


carditis, are reported to emphasize two points: the 
necessity of suspecting subacute bacterial endo 
carditis in all patients with fever even if they have 
no previous rheumatic history and are without 
cardiac murmurs at the time of initial examina 
tion; and the necessity of considering healed bac 
terial endocarditis as a cause, per se, of persistent 
cardiac murmurs. 


Case REpPoRTs 
Case 1 (A. H. A61167). A 42-year-old man entered the 


hospital with the chief complaint of headache and fever for 
3 weeks prior to admission. The onset of this illness had been 
ushered in by a shaking chill. The past and family histories 
were noncontributory; no history of rheumatic fever could 
be elicited. 

Physical examination was entirely within normal limits. 
No splenic enlargement or petechiae were noted, and there 
were no heart murmurs. 

The temperature was 100.6°F., the pulse 80, and the 
respirations 20. The blood pressure was 120/62. 

Laboratory examination revealed a moderate anemia and 
a slight leukocytosis. A chest film was negative. The Widal 
and brucella agglutination tests were also negative. 

On the day after admission, two small resolving hemor- 
rhages were noted in the left optic fundus. Six days later, 
small hemorrhages were noted in the right fundus. Five days 
later, petechiae were noted in both the right and the left con 
junctiva, and on the right abdominal wall. Numerous bl 
cultures were taken and reported as negative, but 1 month 
after admission three blood cultures drawn on the day 
of admission were reported as positive for Streptococcus 
viridans. The patient received a total of 35,000,000 units of 
penicillin intramuscularly over a 5-week period. The tem 
panes fell slowly to normal and remained so for 23 days 

efore penicillin was discontinued. , 

It was not until 6 weeks after admission that a blowing, 
Grade III systolic murmur was noted over the precordium, 
loudest at the apex and transmitted to the axilla. 
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The patient was discharged, well and without complaints, 
3 months after admission. 

When the patient was seen for follow-up study 9 months 
later, a forceful, Grade III systolic murmur was still noted 
over the entire precordium, associated with an absent mitral 
second sound. The heart border was enlarged to the left. 


Case 2 (A. H. A67506). A 60-year-old man was admitted 
to the hospital with the chief complaint of hematuria of 4 
months’ duration. Two months before the onset of the hema- 
turia a right-sided hemiplegia had suddenly developed and 
persisted. There had been a 30-pound weight loss over the 4- 
month period. 

The oldie history was noncontributory, and the past his- 
tory of significance only in that the patient “thought he had 
a heart murmur” as a child. 

Physical examination on entry revealed a mild right 
hemiplegia, but the remainder of the physical examination 
was entirely negative. No petechiae were noted. The spleen 
was not enlarged, and no heart murmurs were heard by 
several observers. : 

The temperature was 101°F., the poe 90, and the respira- 
tions 30. The blood pressure was 134/82. 

Laboratory examination revealed 5 to 8 red cells per high- 
power field in the sediment, a rather marked hypochromic 
anemia and a slightly elevated nonprotein nitrogen. 

On the 5th hospital day it was noted that the aortic second 
sougd was accentuated, and it was thought that a very soft 
systolic murmur was heard in this area. Six days after admis- 
sion, a small retinal hemorrhage was noted in the left eye. 
Three days later the spleen was found to be enlarged. Two 
weeks after admission the aortic systolic murmur had become 
very loud; fresh subconjunctival petechiae were noted, and 
two petechiae were discovered in the buccal mucous mem- 
brane. A blood culture on this day was positive for Str. 
viridans. Penicillin, in a dosage of 1,000, units intra- 
muscularly daily, was begun and continued for 3 weeks, with 
a rapid fall in temperature. Succeeding blood cultures were 
negative, and the patient was discharged approximately 6 
weeks after admission still maintaining an elevated nonprotein 
nitrogen. 

He was scen 8 months later with no significant change in 
his renal condition, and with a Grade IV harsh aortic systolic 
murmur and an aortic diastolic murmur. 


Case 3 (A. H. A43315). A 32-year-old man was admitted 
to the hospital with the chief complaint of spots on the legs. 
These spots had appeared 1 month prior to admission and 
had been associated with chills and fever. He had been 
studied by a physician, and the bleeding and clotting times 
were normal; one blood culture was negative. There had 
been an associated 24-pound weight loss. 
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The past history revealed that the patient had had rheu- 
matic fever as a child, but no murmurs had ever been noted 
by his family physician. One year before admission the 
oe ge had been discharged from the Navy, and no murmurs 

ad been noted at that time, although specifically sought 
for in view of the past history of rheumatic fever. Eight 
months prior to the present illness, the patient had been 
hospitalized for herniorrhaphy, and at that time no mur- 
murs had been heard on examination of the heart. 

Physical examination revealed a generalized sallow color 
to the skin and purpuric eruptions over the lower extremities. 
The spleen was palpable. The heart sounds were described 
as being forceful. Two examiners noted no murmurs in the 
heart, whereas a third believed that there might be a very 
soft apical presystolic murmur. 

The temperature was 100.4°F., the pulse 98, and the 
respirations 24. The blood pressure was 130/50. 

aboratory studies revealed a moderate leukocytosis and 
anemia. X-ray films revealed a mitral configuration of the 
heart. Blood cultures drawn on the first 4 days of the hos- 
pital stay were positive for hemolytic streptococcus. 

Intramuscular administration of penicillin was begun at 
this time and continued for 4 .weeks. A _ total dose 
of 21,000,000 units was given. The temperature fell to nor- 
mal after the Ist day of this therapy and remained so 
throughout the remainder of the hospital course. During the 
hospital stay a very loud, apical, systolic and presystolic 
murmur developed, with a diastolic murmur at the aortic 
area. 

The patient was discharged after 6 weeks in the hospital, 
symptom free. He has been followed for a year and a half 
in the outpatient department, and at the present time he has 
Grade IV aortic and mitral systolic and diastolic murmurs. 


SUMMARY 


Three cases are reported in which permanent 
cardiac murmurs had their initial appearance during 
the course of bacterial endocarditis, successfully 
treated with penicillin. It is suggested that the 
absence of cardiac murmurs need not militate 
against the initial diagnosis of subacute bacterial 
endocarditis. 
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Correction. In the article entitled ‘“‘Aureomycin in the Treatment of 
Primary Atypical Pneumonia,” by Finland, Collins and Wells, which appeared 
in the February 17 issue of the Journal, the first two sentences in the third para- 
graph on page 246 should be changed to read: “The patients with whom we are 
concerned in the present evaluation were acutely ill and febrile when aureo- 
mycin was started. In each the history and the physical, x-ray and laboratory 
findings were all characteristic of primary atypical pneumonia.” 
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MEDICAL PROGRESS 


SYPHILIS* 


G. Crawrorp, M.D.t 


BROOKLINE, MASSACHUSETTS 


HE preponderance of publications regarding 

syphilis continue to emphasize penicillin. 
A major impediment to penicillin therapy was its 
requirement of hospitalization. Subsequent devel- 
opment of repository types of penicillin prod- 
ucts that require but one injection per twenty- 
four hours has practically eliminated the hospital- 
ization factor. Continued improvement of these 
products and their wider application have proved 
successful. The time factor remains essentially 
the same whether rapidly utilized penicillins or 
slowly absorbed preparations are employed. Thus, 
a large majority of patients can be treated on an 
ambulatory basis, permitting more efficient utili- 
zation of clinic personnel, both professional and 
clerical. The ten-day treatment schedules that have 
been widely employed are resulting in a high per- 
centage of patients completing their therapy in 
contrast to the frequent lapses and defections that 
accompanied traditional chemotherapy. The per- 
centage of reactions is apparently no greater with 
repository penicillin products than with the rapidly 
absorbed types. Mentally incompetent patients 
are an obvious exception to ambulatory treatment 
and must, of course, be incarcerated. Cardiovas- 
cular syphilis and visceral lesions in which a 
Herxheimer reaction would be disastrous seem to 
be the only outstanding contraindications to treat- 
ment with penicillin in oil. 


Pusiic HEALTH 


During the past ten years a nationwide campaign 
for the control of venereal disease has been in 
progress, headed by the United States Public 
Health Service. Remarkable strides have been 
made in all respects, and a gradual reduction of 
the incidence of all venereal diseases has been 
attained. The armed forces of the United States 
passed through World War II with the lowest 
venereal-disease rate of any nation in any major 
war. A rise in the civilian rates was feared in the 
postwar period, but control measures have been 
maintained with such efficiency that no appreciable 
increase has been recorded. Current methods of 
therapy are remarkably more efficient than ever 
before, but physicians cannot treat the disease until 
infected persons are at hand. Finding the infectious 


*From the Department of Dermatology and Syphilology, Harvard 
Medical School, and the Massachusetts General Hospital. 

tInstructor in dermatology, Harvard Medical School; dermatologist, 
Massachusetts General Hospital. 


patients and bringing their disease under control 
before it has been spread is the primary objective, 
Continued public interest and support is essential, 
There are three main points of primary importance: 
public education and information, mass blood test- 
ing examinations and contact tracing. Diligent 
pursuit of these case-finding activities will con. 
stitute the essence of future progress in the contro} 
of venereal disease. 


Control Measures 


Evidence that the aforementioned control 
measures are not being neglected in the postwar 
period is seen in publications from the Venereal 
Disease Division of the United States Public 
Health Service.!:? In a ten-year period the num- 
ber of deaths due to all forms of syphilis has been 
reduced by a third, and the infant deaths by two 
thirds. This notable accomplishment is largely 
attributable to the nine basic principles of public 
health control of syphilis. These include the 
development of a trained public-health staff, case 
finding and case-holding technic, laws requiring 
premarital and’ prenatal serodiagnostic tests, the 
expansion of diagnostic services, the provision of 
public treatment facilities, the distribution of anti- 
syphilitic drugs by state health departments, em- 
phasis on routine serodiagnostic tests, a program of 
scientific information directed to health officers and 
practicing physicians and a vast public-education 
campaign. One of the major accomplishments has 
been the transference of the word syphilis from the 
unmentionable category to everyday usage among 
the public. It is estimated that of all patients 
treated today for primary and secondary syphilis, 
two thirds voluntarily seek diagnosis as a result of 
public education among civilians and the informa- 
tion disseminated among the armed forces. Under 
the direction of the Public Health Service, exten- 
sive investigations into a wide variety of funda- 
mental research problems have been under way 
for years. Greater emphasis will be placed on this 
work as one of the more important future poten- 
tialities. Thirty-five per cent of all cases of syphilis 
reported each year have been found by private 
physicians in the regular course of their daily prac 
tice. A still larger percentage is probably under 
treatment in the hands of the private physician, 
and authorities are in full cognizance of these facts. 
More assistance will be extended to the practicing 
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physician in the ‘management of his cases and in 
case-finding activities. 

The Venereal Disease Division of the United 
States Public Health Service is implementing case- 
finding activities throughout the country by the 
preparation of fifteen-minute radio programs to 
be released through district offices for use by state 
and community health departments.* These 
transcriptions will deliberately de-emphasize tech- 
nical information; rather, they will stress when 
to suspect infection and where to go for treatment. 
The accent is on hope rather than fear. Various 
transcriptions are in preparation with special appeal 
to particular audiences such as sports fans, mystery- 
story fans, soap-opera fans and _hillbilly-music 
followers. The scripts have been prepared by some 
of America’s best radio writers, and the programs 
will feature well known performers. These tran- 
scriptions should have been released some time 
before the publication of this review. 

The Chicago Health Department has made ex- 
tensive use of telegrams in case-finding and case- 
holding at its intensive treatment center.‘ Of 1541 
contacts to whom telegrams were sent, 47.0 per 
cent reported to the health department within three 
days. A total of 225 patients, or 1 out of every 7 
persons to whom telegrams were sent, were placed 
under treatment for primary or secondary syphilis. 
The telegram technic proved relatively inexpen- 
sive and was unobjectionable to the persons 
involved. It was not only effective but also time- 
saving. 

Intensified campaigns to bring to light as much 
syphilis as possible have been carried out in many 
communities through the country. Almost uniform 
success is evident in numerous publications from 
all quarters. Particularly outstanding are the 
accomplishments in the State of Georgia.’ Here 
is an excellent illustration of what can be attained 
via the mass blood-testing technic, which was 
carried out in eight large communities between 
October, 1945, and August, 1947. Approximately 
288,000 persons were tested, and a total of 9042 
previously unknown cases of syphilis were dis- 
covered. During the special program, ten to forty- 
seven times as many new cases of syphilis were 
discovered as would ordinarily have been reported 
during an equal period. It was found that a large 
proportion of the population of a community will 
seek a blood test in response to an intensive pub- 
licity campaign, without the backing of a law. 
Intensive contact investigation conducted jointly 


with the mass blood testing led to the discovery of’ 


still more primary and secondary disease. These 
achievements set a remarkable example for most 
other states. 


Mortality 


Statisticians of the United States Public Health 
Service have prepared an analysis of the mortality 
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from syphilis for the years 1933-1945.° The analysis 
begins with 1933 because that was the first year 
in which the entire United States was included in 
the vital-statistics registration area. Perhaps the 
most outstanding trend in this survey is the decrease 
in the total death rate from syphilis beginning with 
1937 and continuing into 1946, the rate decreasing 
by approximately 25 per cent in that time. Syphilis 
remains a major cause of death, however, par- 
ticularly in the Negro population—only eight 
conditions exceeded syphilis as a reported cause 
of death for Negroes in 1945. Improvement 
in therapy and treatment facilities has been an 
important factor. Intercurrent diseases that may 
cause death can also alter statistics. The difficulty of 
diagnosing syphilis as the cause of death may enter 
into the problem. The willingness of physicians to 
report syphilis as the cause of death when they 
have made the diagnosis may be influenced toward 
concealment because of social taboos or insurance 
policies that exclude syphilis as a mortality risk. 
All these factors are more or less constant, however, 
and should serve only to reduce the over-all 
quantity of reported cases. It is considered by the 
Public Health Service that the reporting by 
physicians has actually improved. The trend of 
infant deaths from syphilis per 1000 live births has 
been in the same direction as the general mortality 
trend, although the rate of decrease has been greater 
in the infant group, dropping from 0.79 to 0.25 
during the thirteen-year period of analysis. 


Statistical Trend 


In 1948 there were indications in various publica- 
tions that the syphilis rate in the United States 
had increased alarmingly since the end of the war. 
Statistics from the United States Public Health 
Service contradict these claims.’ Statements were 
presumably based on the number of cases of early 
syphilis reported among civilians rather than on 
rates calculated for the whole population of the 
United States. The tables do indicate a moderate 
increase of early syphilis among civilians in 1946 
and 1947, but this was undoubtedly due to the 
return to civilian life of millions of young adult 
men in the age group in which new syphilis infec- 
tions frequently occur. At the same time there 
has been a steady decrease in the rates of congenital 
and late syphilis, and the total syphilis reported 
has shown a continuous decline from 1933. When 
the total of civilian and armed forces is considered, 
the early infections actually showed a decrease in 
1947 as compared to the year before. A survey of 
the reasons for reporting to venereal-disease clinics 
indicates that 64.2 per cent of patients came of their 
own initiative.* This was a widely scattered study 
covering several districts in each of seventeen states. 
Such a large percentage of voluntary clinic 
attendance port-ays the value of public education 
regarding venereal disease. The same analysis 
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pointed out that almost 25 per cent of the patients 
with previously untreated primary or secondary 
syphilis came to the clinic as a result of contact 
investigation. Such an appreciable figure illustrates 
what can be accomplished by efficient case-finding 
and contact-tracing measures. The remaining small 
percentage came for other reasons such as prenatal 
or premarital blood testing, health-card applica- 
tions and police or court orders, and because of 
blood examination for selective service or on separa- 
tion from the armed forces. 


EXPERIMENTAL STUDIES 


It has been known for some time that processed 
blood stored in banks does not transmit syphilis 
regardless of infection in donors. New confirmation 
of this fact is in evidence from animal experimenta- 
tion.* Rabbits inoculated with stored dried material 
failed to develop evidence of syphilitic infection 
during three successive subtransfers observed for 
as long as thirteen months. It was obvious that 
Treponema pallidum suspended saline-blood 
serum becomes avirulent and is apparently killed 
during the freezing and drying procedures. The 
danger of transfusion syphilis obviously seems to 
be eliminated with the use of processed human 
plasma or blood. 


Immunity 


It is accepted that at least some degree of true 
immunity develops during the course of syphilitic 
infection. Numerous efforts to produce this im- 
munity by artificial means have been uniformly 
unsuccessful. A new attempt by the repeated sub- 
cutaneous injection of lyophilized spirochetes alone 
and with adjuvants failed to protect rabbits against 
minimal infectious inoculums of 7. pallidum.'® It 
was observed that the injection of these antigens 
did produce positive serologic tests for syphilis 
in the same animals; this response should at least 
indicate a reaction in the host and provide some 
encouragement for investigators in that field. The 
relative cross immunity among three varieties of 
treponemes has also been investigated in rabbits.!! 
Syphilis, yaws and venereal spirochetosis of rabbits 
were each found to generate some degree of 
immunity against treponemes causing the other 
infections concerned, as compared to control groups. 
The inoculations used probably contained many 
times the minimal infective dose of the various 
organisms, which subjected the acquired resistance 
of the animals to an unusually severe test. The 
definitely greater resistance to 7. pallidum certainly 
indicates further study of the potentialities of other 
treponemes as immunizing agents. Methods of 


counting spirochetes have made possible the deter- 
mination of the minimal infectious inoculant, which 
has proved to be one spirochete.’* One or two 
spirochetes were regularly infectious to rabbits. 
There was no appreciable effect on incubation 
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period until as many as 10,000 organisms were 
injected. An inoculum of 200,000 organisms 
brought about another distinct decrease in incy. 
bation period. A rigid control of the size of the 
inoculant is obviously necessary for experimental 
studies on chemoprophylaxis, abortion or treatment 
of syphilitic infection. This same work with skip 
inoculation experiments enabled an estimation of 
the average rate of multiplication of the spirochetes 
in vivo to be thirty hours for each division of one 
spirochete into two spirochetes. Further study, 
with the application of this information to rabbit 
syphilis, revealed that progressively larger doses 
of penicillin were necessary to protect the animals 
as the size of the inoculum was increased." Ip 
another phase of the work, when a fixed intra. 
testicular inoculation was used, the amount of peni- 
cillin necessary to prevent infection remained ata 
constant level for four days. By the en_ of the 
second week more than seven times this dosage 
was needed to prevent infection, and by the end 
of the sixth week, after a chancre had appeared, 
more than thirty times the amount was required, 
This leads to speculation regarding the possibility 
of aborting syphilis in man by small doses of peni- 
cillin administered during the incubation period. 
If rabbit syphilis and human syphilis are com- 
parable, and assuming that penicillin behaves 
similarly in both, comparatively small amounts of 
penicillin might be hopeful abortive therapy in some 
early infection if given as soon as four days after 
exposure. 

Further evidence that immune factors do occur in 
rabbit syphilis is now available. A sizable group 
of animals was inoculated with syphilis, observed 
for eight months, given a known curative dose of 
penicillin and, ten days later, reinoculated. Only 
53 per cent were found to be reinfected, and theirs 
was a symptomless invasion, the syphilis having 
been proved by transfer of lymph nodes to normal 
animals for proof of the infection. When the same 
procedures had been carried out i. early syphilis 
of rabbits, 73 per cent presented a symptomless 
reinfection. It is obvious therefore that the immune 
factors occurring in early latent syphilis are more 
forceful than those observed in early infectious 
syphilis. The potency of the protective reaction 
varied with the duration of the disease. 


Species of Penicillin 


A co-operative investigation of the efficacy of 
several species of penicillin in the treatment of 
experimental syphilis corroborates earlier knowl- 
edge that penicillin G is by far the most effective 
specimen.’® Penicillin F required about six times 
as large a dose as penicillin G to achieve the same 
effect. Penicillin K was distinctly inefficient, and 
the data on penicillin X were so discrepant as to be 
insufficient for comparison. Further independent 
studies are corroborative.'*!8 Penicillin G_ is 
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obviously the most potent preparation, and peni- 
cillin K the least potent, whereas F and X hold 
intermediate positions between these extremes. 
Crude sodium penicillin is probably more effective 
than F, X or K. Bacitracin is also relatively 


inefficient.’® 


Methods of Administration 


The optimum time-dose relation in the admin- 
istration of penicillin for the treatment of syphilis 
is yet to be established. At least three variables may 
modify therapeutic efficiency: the number of in- 
jections, their frequency and the total amount of 
penicillin administered. It has been shown in 
experimental rabbit syphilis that the greater the 
number of injections, the less the total amount of 
penicillin required for cure.!® Lengthening the dura- 
tion of treatment has a similar effect on the curative 
dose. When injections were given so frequently 
as to produce cumulative effects on the penicillin 
blood level, therapeutic efficacy was paradoxically 
reduced. Although the therapeutic action of peni- 
cillin clearly involves both the tissue concentration 
and the time over which it acts, the latter time 
factor is by far the most important. Low concen- 
trations acting over a long period are more effective 
than high concentrations for a short period. Thus 
the interval between injections is not so important, 
provided they are not given too often. The use of 
any procedure that delays the absorption and 
excretion of penicillin should have the same effect 
as increasing the frequency and number of in- 
jections. 

In a comparison of subcutaneous versus intra- 
muscular administration of penicillin, there were 
no significant differences in the plasma penicillin 
levels.2° Three purified preparations, the amorphic, 
and crystalline sodium penicillin and crystalline 
potassium penicillin, gave essentially the same 
results. It has been demonstrated that penicillin 
is readily absorbed through the vaginal mucosa 
and appears in the blood in high therapeutic levels.” 
Ten patients were used, and although there were 
wide individual variations, probably owing to loss 
of penicillin from the introitus, therapeutic levels 
were maintained up to three hours in all cases. 
Rabbit syphilis can be controlled by oral admin- 
istration of penicillin, but the curative dose is 
excessive.” This approach is not advisable in the 
human disease. 

There is further confirmatory evidence of the 
value of penicillin oil in the treatment of rabbit 
syphilis? 24 


Prolonged Penicillin Action 


Earlier products with penicillin in oil and bees- 
wax had the disadvantage of being solid at room 
temperature and therefore difficult to administer. 
Liquid preparations of penicillin in oils that are 
fluid at rocm temperature and comparable in com- 
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position with the original products are now avail- 
able commercially. The duration of the penicillin 
blood levels following the intramuscular injection 
of these “liquid” preparations has been studied 
and found satisfactory.2> A procaine salt of peni- 
cillin G suspended in sesame oil has been employed 
at the Mayo Clinic and elsewhere with approval.?**8 
The maximum serum penicillin concentrations 
obtained with procaine penicillin G in oil were lower 
than those after a similar dose of the oil and bees- 
wax product but showed considerably more uni- 
formity throughout the twenty-four hours follow- 
ing injection. A still further improvement in these 
repository types of penicillin products is claimed 
with the introduction of the principle of suspending 
penicillin salts in peanut oil, jelled with 2 per cent 
aluminum monostearate.®® Several salts of penicil- 
lin were tested in this vehicle, and the absorption 
was delayed longer than when the same salts were 
suspended in peanut oil alone or in peanut oil and 
wax. Aside from the occasional allergic reaction 
to penicillin, there was no case of undue irritation 
or untoward effects, although the series of patients 
treated was small. 

A possible further fruitful avenue is the study 


of insoluble metallic and organic salts of peni- 


cillin.®- *! Insoluble salts with heavy metals have 
not been extensively used because such metallic 
irons inactivate penicillin. It was found however 
that insoluble metallic and organic salts of penicil- 
lin were apparently reactivated in vivo and pro- 


duced quite respectable penicillin blood levels in’ 


rabbits as long as twenty hours:later. This work 
bears further study. 


Continued investigation of the effect of carona-. 


mide for its value in prolonging the effective thera~ 
peutic levels of penicillin has beemgsencouraging. 


In experimental pneumococcal and ¥yphoid infec-; 


tions in mice it is apparent that a therapeutic effect 
may be obtained with much smaller doses of peni- 
cillin when caronamide is administered concomi- 


tantly, and that higher and more prolonged peni-' 


cillin levels are obtainable with caronamide than 
with similar doses of the antibiotic administered 
alone.” It has been demonstrated that caronamide 
has no intrinsic bacteriostatic activity and it 
does not increase the in vitro bacteriostatic effect 
of penicillin so that the intensified in vivo effect 
of penicillin in the presence of caronamide should 
be due to enhanced and prolonged penicillin plasma 
levels. This suggests that infections caused by 
organisms relatively resistant to penicillin might 
be within the limits of practical penicillin therapy 
if caronamide were used. The effect of the latter 
drug has been found to be greater in older persons.* 
The only toxic effects noted have been nausea and 
mild diarrhea in a few cases. Caronamide can be 
used orally in conjunction with the oral adminis- 
tration of penicillin but is much more effective when 
the latter is given by intramuscular injection. Its 
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effect is less constant when it is used in conjunc- 
tion with the injection of penicillin in oil. Sodium 
benzoate has been found as effective as caronamide 
in increasing plasma penicillin concentrations.* 
The ingestion of both sodium benzoate and carona- 
mide by subjects receiving penicillin by mouth 
resulted in a greater enhancement of plasma peni- 
cillin concentration than that achieved by either 
of these agents alone. Although caronamide has 
not yet been widely used, it is thought to be free of 
renal, bone-marrow or hepatic effects, and has not 
yet been observed to produce dermatitis or drug 
fever.*5 Caronamide is administered by mouth, 
usually in doses of 2.0 gm. every three or four hours, 
concomitantly with penicillin. Its effect as a renal 
“retardant” begins to wear off after two hours. 

In a dissertation on the significance of penicillin 
blood levels, Eagle** points out that concentration 
of penicillin in the blood has significance only in 
that it “provides a rough measure of the concentra- 
tion at the foci of infection in the tissues.”” Thus, 
the therapeutic effect of a given dosage of penicil- 
lin depends on the total length of time the concen- 
* tration of penicillin in the blood is at maximal bac- 
tericidal levels. The danger is greater with organ- 
isms that recover rapidly from penicillin action or 
multiply at a fast rate than with organisms that 
multiply only slowly, such as T7. pallidum. 
It is obvious that the plasma level of penicillin 
should not be allowed to drop below the concen- 
tration that, in vivo, is sufficient to kill the organ- 
ism in question faster than the organism can mul- 
tiply. Another communication presents tables and 
graphs that enable the physician to determine the 
frequency at which a given dose should be injected 
and the dosage of penicillin that should be used 
at stated intervals to maintain given concentra- 
tions of penicillin in the plasma.*’ 


Other Therapy 


Bismuth has been widely employed as an adjunct 
in the penicillin treatment of syphilis, but there 
has been little direct experimental evidence sup- 
porting such use. It is known that mapharsen and 
penicillin are synergistic in experimental syphilis, 
and by analogy it has been assumed that bismuth 
might similarly aid the spirocheticidal action of 
penicillin. A study of experimental rabbit syphilis 
has been confirmatory.* Bismuth and penicillin 
were shown to be as synergistic as mapharsen and 
penicillin, and bismuth should apparently be as 
effective as mapharsen in this combination. Maxi- 
mum synergism was obtained when bismuth and 
penicillin acted simultaneously through the use of 
a water-soluble bismuth preparation. This is 


because of the delayed absorption of bismuth 
salicylate, which, however, also reduced the cura- 
tive dose of penicillin whether given during or after 
the penicillin treatment. Bismuth did not affect 
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the penicillin blood level. Since bismuth is go 
relatively innocuous as compared to mapharsen, 
it should obviously replace the latter for combined 
therapy with penicillin. 

A bismuth salt suitable for oral administration 
has been shown to produce therapeutic levels and 
is on the whole well tolerated.*® Relatively few 
patients with early syphilis have been treated with 
this agent; responses were typical of systemic bis. 
muth therapy. Bismuth by mouth is certainly not 
to be recommended for the treatment of syphilis 
in any stage unless more effective measures are 
contraindicated. Nevertheless, it might prove with 
further study to be useful as an adjuvant ther 
apy in conjunction with penicillin. 

The value of fever therapy alone or in conjunc 
tion with other methods has long been appreciated 
in the treatment of late syphilis, especially neuro- 
syphilis. Recent studies have been undertaken 
to determine the possible application of this 
modality to early syphilis. It has proved useful, 
though more hazardous than other approaches, 
and reports are still appearing to that effect. 
Penicillin therapy has almost entirely superseded 
such drastic forms of treatment, but they may be 
kept in mind for infrequent resistant cases. 

A post-mortem study of the aortas of 45 patients 
with syphilitic aortitis bears out the _long- 
established tenet that even traditional chemo 
therapy exerts a profound influence on the inflam- 
matory process in the aorta.*! Nineteen of these 
patients had received the so-called minimal stand- 
ard therapy of approximately 20 arsenical and 20 
bismuth injections, and only 3 of them exhibited 
active inflammation in the aortic walls. Progres- 
sively greater activity was observed as the amount 
of treatment decreased. There was apparently no 
correlation between the duration of infection and 
the activity of the aortitis. The isolation of virulent 
T. pallidum from the aorta thirty-two hours after 
death is most interesting, since the demonstration 
of viable treponemes is generally considered difficult 
in late lesions.” Aortic tissue was inoculated into 
a rabbit thirty-two hours after the death of the pa- 
tient in this case. Viable organisms were also isolated 
from juxta-articular nodules. The patient had had 
syphilis for twenty-five years and had received no 
therapy. This event is obviously of practical 
importance to pathologists from the standpoint 
of possible accidental infection during post-mortem 
examinations. Motile spirochetes have been found 
in human autopsy material refrigerated for as long 
as forty-eight hours.“ In fresh material from in- 
fectious lesions, viable treponemes can be main- 
tained in an incubator of 37°C. for as long as four- 
teen days. The enormous numbers of 7. pallidum 
that may be found in macerated fetuses suggest 
the possibility that this organism can multiply in 
dead tissue under anaerobic conditions. 
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SEROLOGIC PROBLEMS 


Cardiolipin 

In the last few years cardiolipin has been 
employed as a new phospholipid content of antigens 
for serologic tests for syphilis. It was hoped that 
this new substance would be the answer to sim- 
plification or clarification of the serology of syphilis. 
So far cardiolipin has not fulfilled either role. There 
have been improvements, but even more technics 
seem to have appeared and simplification is far from 
achieved. The clinician who interprets the results 
of laboratory procedures for his patient still cannot 
shift any responsibility from his own shoulders to 
that of the laboratory technics or the personnel 
performing them. | 

The Venereal Disease Research Laboratory slide 
flocculation test for syphilis was one of the first 
to employ the cardiolipin antigen and has been 
studied most extensively.“ ‘45 More than 8000 
serums from syphilitic donors taken before, during 
and after treatment have been examined by this 
technic. An analysis of results with comparative 
tests indicates that the slide test functions at a satis- 
factory level of sensitivity, produces a relatively low 
proportion of weakly positive reactions and yields 
satisfactory specificity on specimens from non- 
syphilitic persons. In the laboratories of the New 
York City Department of Health this test was com- 
pared with the Mazzini and Kahn flocculation tests 
and the Kolmer complement-fixation test in 57,372 
routine specimens.*® The sensitivity of the four 
tests, in order of reactivity, was: the Mazzini slide 
test, the Venereal Disease Research Laboratory 
slide test, the Kolmer complement-fixation test 
and the standard Kahn test. The reliability of the 
Mazzini and the Venereal Disease Research 
Laboratory procedures as screening tests was 
attested by their agreement in the negative reac- 
tion in all but 0.8 per cent. 

Hinton‘’ has tested about 1000 carefully selected 
specimens by his technic with an antigen prepared 
from cardiolipin and lecithin. Results appear to 
be just as specific, but considerably more sensitive 
than those obtained with the Hinton test when 
the indicator was prepared from an extract of beef 
heart. Kahn has studied the effect of various lipids 
on his serologic tests and reports that lecithin can 
be used to correct oversensitive antigens since it 
reduces their reactivity.“ On the other hand 
cephalin was the sensitivity of 
undersensitive antigens to bring them up to the 
requirement of the standard Kahn antigen. 

A comparison of the cardiolipin and Kline anti- 
gens appears in a report of clinic and serologic 
evaluation of 27,103 consecutive slide tests for 
syphilis with optimum cardiolipin-lecithin antigen 
and Kline antigen.‘® The cardiolipin slide test gave 
results of decidedly greater specificity and much 
greater sensitivity than diagnostic Kline antigen 
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emulsion and was also distinctly more specific in 
nonsyphilitic serums than the Kline exclusion anti- 
gen emulsion. Kline®® himself advocates the use 
of a single standard test employing the cardiolipin 
antigen. He believes that the flocculation reaction 
is better suited for use in the standard test for 
syphilis than in the complement-fixation reaction, 
which requires more ingredients and more time. 
He further believes that the slide technic offers 
more advantages for a standard test than the tube 
flocculation technic. The application of cardio- 
lipin antigen to the Kline procedure is reported 
from another laboratory, with highly satisfactory 
results in a large series of cases.*' The test showed 
a significantly higher sensitivity than either the 
standard Kahn or the Kolmer test, and the 
specificity was essentially the same as that shown 
by the Kahn reaction. In the special instance of 
malaria the specificity of the cardiolipin test was 
outstanding. 

The cardiolipin antigen has also been successfully 
adapted for use in the Kolmer complement-fixation 
test for syphilis.” Cardiolipin antigen was found 
slightly more sensitive than the standard Kolmer 
technic in testing known syphilitic serums. Speci- 
ficity was essentially the same with the two proce- 
dures in testing known nonsyphilitic persons. Speci- 
mens from patients with active yaws showed the 
same relative reactivity in the two tests. 


Quantitative Tests 


Quantitative determinations can be made by 
means of both flocculation and complement-fixa- 
tion technics through a series of dilutions. Their 
employment is indicated in conjunction with in- 
tensive antisyphilitic treatment for appraisal of 
the various methods during treatment and in 
follow-up study of the early syphilis so treated. 
Further value lies in detecting serologic relapse 
before clinical evidence appears, in darkfield- 
negative primary syphilis (in which a low but 
increasing titer may be of great significance) and 
with suspected congenital syphilis in the newborn. 
Quantitative tests also have certain value in 
attempts to decipher a possible false-positive reac- 
tion, especially since none of the verification tests 
so far developed have been completely satisfactory. 

A rapid slide flocculation test for the titration of 
antibodies in syphilitic serum has been described.® 
The data presented indicate that this test may be 
satisfactorily substituted for the conventional tube 
dilution procedure using either the cardiolipin or 
Mazzini antigens. An application of the Kahn 
“optimal zone reaction” has been described for use 
in seronegative cases of neurosyphilis.* This tech- 
nic is more specialized than the usual quantitative 
reactions but may be worth while in some of the 
puzzling infections of the central nervoys system 
in which other serologic reactions are consistently 
negative. Most reviews of the various tests and 


S $0 
ined 
tion | 
and 
few 
vith 
bis. 
not 
rilis 
are 
rith | 
ne- 
ted 
en 
his 
ul, 
es, 
40 
ed 
be 
its 
| 
se 
d 
it 
| 
| 
t 
r 
t 


380 THE NEW ENGLAND JOURNAL OF MEDICINE Mar. 10, 1949 


their respective significance or special points of 
application point out the complexity of the 
problem.*® Harris®*® has described a_ simplified 
reporting method that may be applied to all 
flocculation and complement-fixation tests for 
syphilis that employ serum and spinal-fluid dilu- 
tions. Quantitative reporting is not similar for the 
many different tests for syphilis, even in cases in 
which a common term such as “units” is used. The 
‘units of one testing procedure may have no constant 
relation to the units of another. The differences 
‘in reported titers are attributable to the dissimilar 
methods of calculation and interpretation applied 
‘to observed findings. It is suggested that quantita- 
‘tive serologic reactions be reported in terms of the 
‘greatest dilution in which the tested specimen pro- 
duces a positive reaction. By this means, reactions 
of identical intensity would receive the same report 
‘in terms of dilutions, even when different testing 
methods are employed. This method of reporting 
‘can be incorporated into a testing routine without 
modification of existing test mechanics, and the 
reactivity levels would not be affected. Such 
‘simplified reporting would remove much of the 
‘unwarranted burden of confusion in cross inter- 
pretation that is placed upon the clinician. 


False-Positive Reactions 


No outstanding advance has as yet been reported 
toward the solution of the dilemma of false-positive 
serologic tests for syphilis. Kolmer®’ says that no 
‘test can be sufficiently sensitive for the detection 
of all cases of syphilis. He points out that any 
‘method now in use can be made more sensitive 
-by technical modifications but only at the expense 
of increased falsely positive reactions. It is 
obviously far better to miss the serum diagnosis of 
an occasional case of chronic syphilis than to incur 
the risk of false-positive reactions in nonsyphilitic 
persons., Accurate clinical judgment should not 
be overruled by negative reactions, but at the same 
time positive serologic reports cannot be ignored 
simply because they seem to be the only evidence 
of disease. False-positive reactions may be sus- 
pected when they are consistently weak or doubt- 
ful with occasional strong positive reactions. 
Discrepancies in serologic reports from different 
laboratories should be suspected. A third clue is 
consistently negative complement-fixation reactions 
‘in the face of positive flocculation tests. In any of 
these circumstances a diagnosis should probably be 
withheld, with repetition of testing procedures at 
regular intervals over a period that may extend as 
long as six months. 

In recent years smallpox vaccination has been 
repeatedly maligned as a cause of false-positive 
reactions in serologic tests for syphilis. The 
limited vgriola epidemic in New York City in 1947 
gave rise to a city-wide vaccination program and 
provided an excellent opportunity for the study 


of possible false-positive reactions for syphilis. Oye, 
six million persons were vaccinated, but no increags 
was noted in the percentage of serologic reactoy 
during the period following the mass vaccination 
program.®* All routine blood specimens forwarded 
to the New York Bureau of Laboratories ar 
screened by the Mazzini slide test, and _positiye 
or doubtful serums are confirmed by the standard 
Kahn and Kolmer tests. Vaccinations against 
smallpox may occasionally produce a false-positive 
serologic test for syphilis, but it need seldom be 
confused with true syphilitic reactions if tests are 
employed during a period of observation extending 
over several weeks. Perhaps undue.emphasis hag 
been placed on this possible cause of serologic com 
fusion. Although not primarily under suspicion, 
penicillin therapy has been ruled out experimentally 
as a source of false-positive reactions for syphilis.# 
In one survey of the enigma of serodiagnosis ig 
syphilis, it is pointed out that high specificity rather 
than high sensitivity should be the primary aim 
of the serologic test.°° Three main reasons for the 
occurrence of false-positive tests are emphasized; 
technical errors, presence of reagen in the blood of 
normal persons and affliction with a nonsyphilitic dis 
ease that produces a positive reaction. It is pointed 
out that the various stages of syphilis react dif- 
ferently to the serologic tests and that they are least 
dependable in untreated latent syphilis, in which 
results are variable. It should be stressed that even 
the most competent syphilologist with extensive 
laboratory facilities at his disposal will frequently 
be. confronted with serodiagnostic problems that 
are incapable of solution without prolonged periods 
of repeated testing and that the ultimate decision 
often cannot be reached on the basis of laboratory 
findings alone. A thorough history and careful com- 
plete physical examination are required before the 
combination of clinical judgment and _ serologic 
reports can be correctly analyzed. 
Complement-fixation tests are occasionally im- 
peded by anticomplementary serum. A procedure has 
been outlined that seems to permit the satisfactory 


performance of a Wassermann test on such anti 


complementary serums.™ A colored slide floccula- 
tion test for the diagnosis of syphilis has been 
described.® 


Ear.y SyPHILISs 


Penicillin has been used more extensively in the 
therapy of early syphilis than in any other phase 
of the disease. Although this form of treatment 
has been eminently successful, the multiplicity of 
therapy programs that are being tried and the varia- 
tion in schedules that have been recommended are 
proof that selection of the ideal penicillin regimen 
for early syphilis is still far off. Most plans of treat- 
ment require 2,500,000 units or more of penicillin 
in not less than seven or eight days; many advocate 
far higher dosage and longer time schedules. Almost 
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all publications show a failure rate of 10 per cent or 
higher, which is too large for complacency. 
Numerous words of caution have been uttered 
regarding the danger of masking early syphilis with 
the penicillin treatment of gonorrhea. This has 
been excellent advice. There is one report avail- 
able of 19 cases of early syphilis observed to develop 
after 150,000 units of penicillin for gonorrhea.® 
The appearance of syphilis was not delayed longer 
than three months in any case. These observations 
should actually serve as another word of warning, 
since the amount commonly given for gonorrhea 
is 300,000 units of penicillin. One could reasonably 
expect that this dose would delay the appearance of 
early syphilis for a decidedly longer time. A follow- 
up period of not less than six months seems only 
reasonable for penicillin-treated gonorrhea patients. 


Syphilitic Chancres 


In a survey of 680 male patients with early 
syphilis one observer found the primary lesion on 
the glans penis in approximately half the cases. 
Twenty-five per cent of the chancres were on the 
prepuce, 15 per cent were on the penile shaft, and 
10 per cent were paragenital or extragenital. An 
interesting observation in that series was the fact 
that chancres on the shaft of the penis were seldom 
indurated. There were multiple chancres in only 
12 per cent of the patients observed. In another 
series of similar size, the surprisingly higher figure 
of approximately 40 per cent multiple chancres 
was found.®® The incidence of multiple lesions was 
consistent in both sexes. If multiple chancres 
actually occur as often as this figure indicates, older 
teachings must be revised. These reports should 
stimulate the physician to be more on the alert for 
multiple chancres that might otherwise mislead 
him to the extent of mistaken diagnosis or perhaps 
undue delay in establishing a correct appraisal of 


_ primary syphilis. 


Extragenital chancres are a still more likely 
possible cause of incorrect or unduly delayed diag- 
nosis. A low index of suspicion of the primary lesion 
of syphilis is bound to interfere with its recognition 
when the location is extragenital. Early diagnosis 
is of greatest value in primary syphilis, not only 
from the standpoint of the patient, whose chance 
for a true biologic cure diminishes with time, but 
also from the viewpoint of transmission of the 
disease to others. A study of 219 patients with 
extragenital chancres has been published from the 
Johns Hopkins Hospital.** A significant prepon- 
derance of extragenital lesions occurred in the 
female patients and in the white race. In the 
majority immediate sexual contact with infectious 
lesions of syphilis seemed the most likely explana- 
tion. Except in children, by far the largest number 
of extragenital chancres occurred in or adjacent to 
the buccal cavity. Multiple extragenital initial 
lesions occurred in only 9.4 per cent of the patients. 
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A surprising frequency and variety of erroneous 
diagnoses were found in the records. Any indolent 
indurated lesion anywhere on the body, especially 
if accompanied by unilateral adenopathy, should 
warrant the suspicion of syphilis. The diagnosis 
rests on the use of the darkfield microscope and 
serologic tests for syphilis. 


Penicillin Therapy 


Treatment schedules in use during the early his- 
tory of penicillin often employed dosage plans that 
proved to be too small. An illustration is a series 
of over 400 cases of early syphilis treated with 
1,200,000 units over a period of three and three- 
fourths days.*’ Twenty per cent of this group were 
found to be treatment failures at the end of fifteen 
months’ observation. Rapid penicillin treatment, 
employing massive doses intravenously, has also 
proved unsatisfactory.** A group of 129 patients 
received 10,000,000 units of penicillin intravenously 
in a twenty-four-hour period, but the treatment 
failed in approximately half the group. Another 
series of 275 patients with early syphilis were given 
from 10,000,000 to 25,000,000 units by the contin- 
uous intravenous drip method over a period of 
twenty-four, hours.** Even with the maximum 
dosage 35.2 per cent were failures, indicating an 
obviously ineffective treatment schedule. Reactions 
to therapy were frequent but generally mild, and 
all patients having reactions recovered rapidly. 
The obvious inadequacy of these attempts at rapid 
massive penicillin therapy is a perfect example of 
the importance of the time factor in treatment. 
Almost all studies of penicillin treatment have 
indicated that shortening the elapsed time of 
therapy cannot be counterbalanced by increasing 
dosage. 

An analysis of 22 different treatment schedules 
employing penicillin for previously untreated 
secondary syphilis, utilizing at least 50 patients 
for each, has been published by the United States 
Public Health Service.”7° In some plans penicillin 
was used alone, and in others various adjuvants 
were employed. The optimum therapy schedule 
appeared to be 3,400,000 units of penicillin in 
aqueous solution given in injections of 40,000 units 
each at two-hour intervals (seven days). Results 
were tabulated at twelve to fifteen months after 


therapy. Treatment and follow-up data were 


furnished by fifty state and locally sponsored rapid- 
treatment centers. Poorest results were obtained 
with schedules in which the total amount of penicil- 
lin was given in thirty hours or less, regardless of 
dosage or adjuvant therapy. A subsequent report 
from the same source summarizes the principal 
facts of clinical importance in all phases of syphilis.” 
It is pointed out that up to the end of 1947, at least 
500,000 patients with syphilis in various stages 
had been treated with this antibiotic, the agent 
most employed in syphilotherapy in the United 
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States today. It was stated that penicillin in oil 
and wax constituted the only practical method in 
the treatment of syphilis and provided proved 
effective blood levels of at least three to five times 
the duration afforded by aqueous penicillin in com- 
parable amounts. The recommended dosage for 
early syphilis in that report consisted of 4,800,000 
units, with intramuscular doses every two or 
three hours for a period of seven and a half days. 
The schedule advised for ambulatory treatment 
with crystalline penicillin in oil and wax consisted 
of the intramuscular administration of 6,000,000 
units in ten injections over a period of ten days. 
Adjuvant therapy with arsenic, bismuth or fever 
was advised as a combined therapeutic attack in 
patients who failed on an original course of peni- 
cillin alone. A chart entitled “Examples of Accept- 
able Penicillin Schedules” advocated by the 
Venereal Disease Division of the United States 
Public Health Service is readily obtainable.” This 
provides at a glance the optimum treatment 
schedules recommended as a result of the afore- 
mentioned studies. Reprints of the report on which 
it is based are available from the same source. 

The highest percentage of satisfactory results 
encountered in the treatment of early syphilis was 
reported from Bellevue Hospital.”* The series com- 
prised only 59 patients, and they were treated with 
26,666 units of penicillin G every two hours to a 
total of 2,400,000 units; satisfactory results were 
recorded in 58 cases, with a follow-up period of six 
months or more (98.2 per cent). With twice that 
dosage the satisfactory percentage was 97.3, and 
the author believed that most of the so-called 
failures were probably reinfections. The data pre- 
sented favored injections of penicillin G every two 
hours for ninety doses rather than every three hours 
for sixty doses, and suggested that a total of 
2,400,000 units of penicillin was satisfactory in early 
syphilis. A later report indicated no change in 
opinion.” 

Confirmation of the superiority of a two-hour 
schedule of injections versus a three-hour interval 
is available from other sources.7> A three-hour 
schedule is advocated by the Mayo Clinic.”* Still 
other routines have been attempted, with varying 
degrees of success.7’ 

Penicillin in oil. As stated above, the United 
States Public Health Service survey strongly 
advised penicillin in oil and wax as the really prac- 
tical method for the treatment of syphilis." This 
method does not require hospitalization and is 
therefore suitable for office and clinic administra- 
tion. Ten daily injections totaling 6,000,000 units 
was the advocated dosage. In a group of 802 
patients receiving only 4,800,000 units over a period 
of eight days, 85.1 per cent satisfactory results were 
observed among 529 who were followed for nine 
months or more.” The author believed that half 
the failures in this group were probably due to re- 


infections. Even without the estimated reinfectiong, 
a satisfactory average of 85.1 per cent is an improve, 
ment over the old standard chemotherapy results 
since the over-all average for early syphilis by tradi. 
tional therapy was approximately 75 per cent satis 
factory results.7* There are two reports on a smalj 
group of patients who received only 300,000 unit, 
of penicillin in oil and beeswax daily for ten days 
or a total of 3,000,000.78: 79 Of an original serie 
of 238 patients, 136 were followed from three ty 
eighteen months, with a failure rate of only 14 pe 
cent. This may have been somewhat optimistic 
since relapse is often not observed until after the 
first three months has passed. Follow-up periods 
of not less than six months and preferably of a year 
or more are highly desirable before such a survey 
is presented. 


(To be concluded) 
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CASE 35101 


PRESENTATION OF CASE 


A twenty-two-year-old USO worker was admitted 
to the hospital complaining of frequent bloody 
stools, diarrhea, abdominal distention and increas- 
ing weakness. 

The patient was in good health until four years 
before admission when occasional attacks of crampy 
lower abdominal pain and loose stools appeared, 
occurring two or three times each day. These con- 
tinued without marked remissions or exacerbations 
for about a year. At that time, three years before 
admission, a fever appeared, the frequency of the 
bowel movements increased and the stools con- 
tained a little blood. She was hospitalized for a 
month, and a diagnosis of amebic dysentery was 
made, although the organism was not found. 
Diodoquin and emetine were employed with al- 
leged improvement. After discharge she was some- 
what improved but was extremely weak. She re- 
mained at home for two months and then was 
able to work. Two years before admission the 
attacks of diarrhea and abdominal, cramp-like pain 
recurred, and she was unable to continue working. 
Three months before admission, during a severe 
attack, she developed abdominal distention and 
ankle edema and she was admitted to another hos- 
pital: The edema and distention subsided, and she 
returned home on a low-roughage, low-fat and kao- 
pectate regime. Two weeks before admission the 
pain became more severe, and the stools were 
increasingly large, loose and bloody. The weakness 
and prostration became so great that she could not 
sit up in bed, and this precipitated her admission 
to this hospital. 

For some time she had had frequent epistaxes 
and bleeding gums but no hematuria, hemoptyses, 
ecchymoses or jaundice. She had vague joint symp- 
toms in the past. No menses had occurred for two 
years. At the age of fifteen a thyroidectomy had 
been performed for toxic goiter. 

Physical examination showed an apprehensive, 
drowsy and somewhat incoherent patient in no 
acute distress. The skin was warm, dry and pale; 
the tongue was dry, slightly smooth and red. The 
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eyes were slightly prominent. Small, firm, nop. 
tender, movable axillary nodes were palpable. The 
breasts were underdeveloped for her age; the pubie 
hair pattern was normal. Both leaves of the dig. 
phragm were high. The abdomen was very dig 
tended and tympanitic but flat in the flanks, Ny 
tenderness or spasm was present. The liver and 
spleen were not felt. Peristalsis was high-pitched 
but not tinkling. 

The temperature was 99.2°F., the pulse 140, and 
the respirations 20. The blood pressure wag [jf 
systolic, 40 diastolic. 

The hemoglobin was 6.6 gm. The white-cgj 
count was 16,200, with 80 per cent neutrophils 
12 per cent lymphocytes, 4 per cent monocytes 
3 per cent eosinophils and 1 per cent lymphoblasts, 
The red blood cells showed marked achromia ang 
considerable variation in size. The urine showed, 
specific gravity of 1.012, with a ++ test f& 
albumin and a +-+ test for bile. Forty red blood 
cells and 10 white blood cells per high-power field 
were seen in the sediment. 

The fasting blood sugar was 100 mg., the serum 
albumin 3.59 gm., and the globulin 1.87 gm. pe 
100 cc. A prothrombin time was 28 second 
(control, 14 seconds). The chloride was 99, the 
sodium 136.8, and the potassium 5.9 milliequiy, 
per liter. The nonprotein nitrogen was 44 mg. per 
100 cc.; the van den Bergh reaction was 3.9 mg. 
per 100 cc. direct and 6.6 mg. indirect. A blood Hin- 
ton test was negative. The stools were liquid and 
reddish dark brown, and no ova or parasites were 
seen. On proctoscopy the bowel wall was red and 
edematous. When wiped it was finely granular 
and bleeding. No large ulcerations were seen. An 
x-ray film of the abdomen taken with a portable 
machine demonstrated considerable distention of 
the stomach. Gas was also visualized in the ascend- 
ing, transverse and descending colon. 

The patient did poorly. Therapy included intra 
venous fluids, blood transfusions, chloromycetia, 
penicillin and sulfadiazine. Turpentine stupes were 
applied to the abdomen. Chloral hydrate, paral 
dehyde and demerol were employed for sedation. 
Abdominal distention increased, and_ peristalsis 
stopped. On the third hospital day icterus was 
noted, and the breath had a “mousy” odor. Mul 
tiple spider angiomas were seen on the anterior 
chest and neck. On the sixth hospital day the blood 
showed a serum albumin of 2.06 gm. and globulin 
of 3.74 gm. per 100 cc., sodium of 120.1, chloride 
of 90 and carbon dioxide of 18.4 milliequiv. pet 
liter. The van den Bergh reaction was 6.8 mg. pet 
100 cc. direct and 9.8 mg. per 100 cc. indirect; the 
prothrombin time was 26 seconds (control, 14 
seconds), and a cephalin flocculation test was 
++-++ in twenty-four hours. In the evening 
the patient had a tonic convulsion, with the jaws 
clenched and the tongue between the teeth. This 
was relieved almost immediately by 10 cc. of cab 
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cium levulinate intravenously. On the following 
day the serum calcium was 6.5 mg. per 100 cc., and 
the carbon dioxide 17.1, the sodium 125.8 and the 
chloride 92 milliequiv. per liter. <i 
She remained afebrile, but her condition rapidly 
deteriorated. Kussmaul breathing appeared, and the 
chest became full of rhonchi. The jaws were locked ; 
an anesthesia airway was maintained. On the eighth 


hospital day she died. 
DiFFERENTIAL D1acnosis 


Dr. Marian Ropes: This patient surely had 
involvement of at least three major systems: the 
gastrointestinal tract, the liver and the kidney. 
I will attempt to consider them separately and see 
whether or not they can be related and, if so, how. 

The initial involvement was the gastrointestinal 
tract. I think that the entire history up to the time 
of admission is consistent with idiopathic ulcerative 
colitis. It is impossible to rule out other forms of 
colitis entirely on the record or by information that 
was available. Amebic dysentery cannot be ruled 
out entirely. There are a good many points against 
it, and the so-called response or partial response 
to treatment is not very impressive. It could have 
explained the apparent remission with a subsequent 
exacerbation after the remission. However, the 
strongest point against amebic dysentery is the 
proctoscopic examination showing a finely granular 
bleeding membrane and no ulcerations. The fact 
that ova or parasites were not identified does not 
rule out any of the parasitic diseases. Tuberculosis 
would have to be considered but can readily be 
discarded. The course would be extremely unusual 
with the relatively long period of remission. So 
I shall assume that the first part of the illness was 
due to idiopathic ulcerative colitis. 

At the time of admission to the hospital the 
patient was perhaps somewhat sicker than one 
would expect from the degree of colitis that she had, 
and in the absence of fever at that time and with 
no more evidence of change in the sigmoid than was 
found. The only other things in the history before 
admission that might be mentioned are the vague 
joint symptoms in the past, which are consistent 
with ulcerative colitis. I believe, although I am not 
sure, that Dr. Jones finds joint symptoms in 10 
per cent of cases of ulcerative colitis. The joint 
symptoms vary greatly from arthralgia, which I 
judge she had, to true infectious arthritis or to a 
picture indistinguishable from rheumatoid arthritis. 

Examination at the time of admission is con- 
sistent with ulcerative colitis. I think she probably 
also had arthritis, although we are not given enough 
information to be sure. 

The laboratory findings are in general also con- 
sistent. The hemoglobin of 6.6 gm. can be explained 
by the blood loss,. which I judge had: been rather 
great. The prolongation of prothrombin time could 
have been entirely secondary to the diarrhea and 
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associated with loss of vitamin K. On the other 
hand, it does suggest involvement of the liver, and 
in the presence of that and the elevated van den 


Bergh reaction liver involvement is strongly — 


indicated. Similarly, the urinary findings and 
elevated nonprotein nitrogen surely suggest some 
renal involvement. For the moment I will not dis- 
cuss that further but will go on with the gastro- 
intestinal involvement. I have already mentioned 
the proctoscopy. To me that gives support to the 
diagnosis of ulcerative colitis. 

We might see the x-ray films. I think the degree 
of distention of the stomach and intestinal tract 
is somewhat unusual. It makes me wonder if any- 
thing else ought to be considered with involvement 
of the gastrointestinal tract. I assume, however, 
that the distention was secondary to the colitis. 
I am interested also in the size of the liver and 
spleen. 

Dr. Stantey M. Wyman: The plain film of the 
abdomen shows the liver margin, and there is no 
evidence of gross change in the size of the liver. 
The lower margin of the spleen comes down an 
approximately normal distance. If anything, the 
spleen is slightly larger than usual. This is far from 
definite. The films of the colon show an extensive, 
finely granular ulcerating process, which begins 
in the rectum and extends throughout the entire 
length of the colon up to and involving the cecum. 
This is characterized by multiple, very tiny, spicule- 
like ulcerations, and the wall of the bowel appears 
to be thickened, suggesting that the process may 
have been going on some time. We have another 
plain film of the abdomen taken six months after 
the first, and there is a suggestion of an over-ail, 
hazy density to this abdomen that raises, as Dr. 
Ropes ‘suggests, the possibility of fluid in the 
peritoneal cavity. I am not familiar with the tech- 
nic employed on this film, which was made in 
another hospital, and perhaps that is a dangerous 
statement to make. The last film taken in this hos- 
pital is a portable grid film and shows the stomach 
filled with gas and rather large. It also shows, as the 
record states, gas in the transverse colon and some 
in the ascending and descending colon. 

Dr. Cuester M. Jones: Any fluid? 

Dr. Wyman: I cannot make a statement because 
this film is inadequate. 

Dr. Ropes: Surely the x-ray films are more than 
corroborative of a very severe ulcerative process 
in the colon of long duration. We know that she 
had it severely for two years and had some disease 
in the colon for four years. I am somewhat surprised 
at the degree of distention on admission and later 
the’ marked distention and stopping of peristalsis. 
I wondered at first whether or not she had had a 
perforation, but in the absence of other indicative 
signs I think it is unlikely and will assume that the 
distention and ileus were merely associated with 
the diffuse inflammatory disease. 
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The rest of the course following admission is, to 
my mind, a combination of the already present 
ulcerative colitis, with its severe constitutional 


reaction, and involvement of liver with apparent 


liver failure, and then some degree of renal failure. 
The convulsions occurring near the end were prob- 
ably due to tetany. The calcium was 6.5 mg. per 
100 cc. on the following day. We are not given the 
phosphorus values, and unfortunately we know 
too little about the urinary situation to say whether 
the tetany was due in part to renal involvement. 
It could have been due to the long-continued diar- 
rhea, loss of vitamin D and loss of calcium over a long 
period, and may have been only secondary to the 
colonic disease. The convulsion was relieved rather 
rapidly with calcium, which is some corroborative 
evidence that it was due to tetany. It is true that 
the total protein was somewhat low, being under 
6 gm. per 100 cc., but if one adds another milligram 
to the calcium, it is still at a level at which we can 
assume that the ionic calcium was low enough to 
produce tetany. 

The two other systems involved have to be con- 
sidered separately at first. The liver was certainly 
involved. I should think there were only two possi- 
bilities that would relate the liver to the colonic 
disease. One is the liver disease associated with 
ulcerative colitis. As far as I know there is as yet 
no indication how they are related or what the 
etiology of the liver involvement is. It apparently 
varies in type. In this case the terminal course, 
I think, was due in large degree to liver failure. 
We have relatively little evidence whether or not 
there was any cirrhosis associated. I do not think 
that it could be diagnosed definitely from the avail- 
able evidence, although it could not be ruled out. 

The other possibility is to consider the presence 
of amyloidosis, which does occasionally occur in 
ulcerative colitis. Not too long ago a case was pre- 
sented here with ulcerative colitis and associated 
amyloidosis. However, in the presence of both liver 
and rena. ‘nvolvement from amyloid I think it would 
be very unusual to have such a predominance of 
liver failure due to amyloid disease. Liver failure 
with amyloidosis has been reported and does occur 
but much less commonly than renal failure from 
amyloidosis. 

Renal involvement was also definite. It may 
have been associated chiefly with a bleeding tend- 
ency, which was so apparent elsewhere, or the 
renal failure may have been secondary to the 
patient’s general condition. On the other hand, 
with the information available I cannot rule out 
some primary renal involvement. I am unable to 
relate any renal involvement to disease of the colon 
unless it was due to bleeding or to amyloidosis. 

In considering the underlying etiology of the 
whole picture there is little or nothing to suggest 
that any part was due to a neoplastic process. The 
majority of infectious processes can be ruled out. 
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The whole picture cannot be explained by tuber. 
culosis. ‘The colonic picture would be unlikely, and 
any such degree of liver involvement would be rare 
if not unheard of. I cannot rule out parasitic 
disease, but even if this were amebic colitis, which 
I doubt, the liver involvement would be an unusual 
form of amebic liver disease. 

I believe that the best explanation is chronic 
idiopathic ulcerative colitis, with some unusual 
features, and the liver disease is that found in aggo. 
ciation with ulcerative colitis. The second mogt 
likely possibility is amyloidosis, explaining the liver 
and renal involvement secondary to what I consider 
ulcerative colitis. 

Dr. Daniet S. Exuis: This patient was admitted 
with a diagnosis of ulcerative colitis, and she was 
so sick for the first two days that we did not 
immediately become aware of her liver involvement, 
As we began to get more and more of the story and 
to see her reaction and rapid deterioration it became 
apparent that we were dealing with liver failure 
and presumably cirrhosis of the liver, secondary to 
the ulcerative colitis. 

Dr. Jones: I think one very interesting point 
was the terminal phase of the disease — the very 
striking acidosis that developed, with extreme 
Kussmaul breathing. I saw the patient several 
times with Dr. Ellis and I think this was one of the 
striking events in the last forty-eight hours —at 
least I would say she was practically comatose and 
breathing in a manner much like a diabetic person 
in deep acidosis. That was something I had not seen 
before that I can recall, at least to such a striking 
degree, in this type of combined inability of the liver 
and kidneys to work properly. One thing rather 
interesting, and I think it is probably a correct 
observation, was the sudden appearance of spider 
angiomas. I do not think she presented them when 
she came in. 

Dr. Exuis: This is hard to say. We did not even 
realize she was jaundiced when she came in. She 
was in a dark room, and not until we moved her 
to another room was the jaundice discovered. The 
situation in the abdomen during the first three days, 
as Dr. Ropes mentioned, made us wonder if she 
had intestinal perforation. She became more and 
more distended. Part of the distention we thought 
was due to medication. We asked Dr. McKittrick 
to see the patient since we felt we needed surgical 
advice. We could not be sure that she did not have 
an emergency within the abdomen. 

Dr. Tracy B. Matiory: I was impressed with 
the apparently sudden reversal of the albumin- 
globulin ratio in four or five days. I checked the 
figures with those in the record, and they are 
correct. I had never supposed it was possible. 

Dr. Jones: I wondered about that. 

Dr. Exus: Those are the correct figures. The 
only way we could explain it was on the basis of 
transfusions. She was well bled out. She had three 


Mar. 10, 1949” 


traf 
albi 
[ 
anc 
galt 
wai 
dra 
dre 
of 
s0¢ 
we 
| 13¢ 
a 
mé 
| ba 
| In 
wi 
| oc 
he 
fo 
ti 
fi 
si 
fe 
e 
i 
a 
t 
U 


10, 1949 


tuber. 
y, and 
Tare 
Tasitic 
which 
nusual 


hronic 
1usual 

Most 
> liver 
sider 


Litted 
> Was 
| not 
nent, 
r and 
came 
ilure 
'y to 


oint 
very 
eme 
reral 
‘the 
— at 
and 
rson 
een 
cing 
iver 
cher 

rect 

der 

hen 


yen 
she 
her 


of 


Vol. 240 No. 10 


transfusions in twenty-four hours, and the second 
albumin figures were taken immediately after that. 

Dr. Jones: What you pointed out is interesting 
and I think it all goes together. As I have already 
said, the sudden appearance of spider angiomas 
was very striking, and she did have a rapid and very 
dramatic deterioration of liver function and the 
drop in albumin may have reflected in part the loss 
of liver function as it progressed very rapidly. 

Another striking thing was the sharp drop in 
sodium. This was replaced to a certain degree but 
we were never able to catch up. It dropped from 
136 to 120 milliequiv. per liter. There was almost 
a chemical upheaval in the whole picture. I sus- 
pect that the liver deteriorated very rapidly in a 
matter of a few days after having been about in 
balance for a long time. 

Dr. Letranp S. McKittrick: I have little to 
contribute because my decisions were very simple. 
In the first place, I do not think it possible to tell 
with accuracy whether or not perforation has 
occurred in a patient with ulcerative colitis. We 
have seen these patients with peritonitis from per- 
forations when we could not tell when the perfora- 
tion had occurred. She was very distended, and the 
first time I saw her she was slightly resistant and 
tender on the left side, but fortunately for any deci- 
sion on my part, her general picture was such that 
one was not concerned about any surgical inter- 
ference. It was obvious that her problem was not 
ulcerative colitis alone. This woman was sick from 
something else, and after these first few days it 
became reasonably apparent what that something 
else was. I have not seen, but perhaps Dr. Jones, 
Ellis or Ropes has, a patient with ulcerative colitis 
in whom the process in the liver was so precipitous 
and went on so rapidly as it did with this patient. 
This was almost like the liver deaths after an opera- 
tion in the rapidity with which it moved along. 

Dr. Jones: That is right. The picture that we 
used to see with acute yellow atrophy. 

Dr. McKittrick: And the so-called hepatorenal 
syndrome after surgery. 

Dr. Jacop Lerman: I should like to ask Dr. 
Wyman if the x-ray picture is consistent with 
amebic ulceration. 

Dr. Wyman: There is no specific characteristic 
picture of amebic ulcerations. This is more consist- 
ent, in my mind, with simple idiopathic ulcerative 
colitis. 

DIAGNOSES 


Ulcerative colitis, universal, chronic. 
Cholemia. 

Cirrhosis of liver. 

Cerebral hemorrhage? 


Dr. Ropes’s DIAGNOSES 


Ulcerative colitis, with associated liver involve- 
ment. 
Cirrhosis of liver? 
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ANATOMICAL D1AGNosEs 


Ulcerative colitis, chronic. 

Cirrhosis of liver, post-atrophy type. 

Acute necrosis of liver, focal, disseminated. 
Pulmonary edema. 

Bronchopneumonia, bilateral. 

Anasarca. 


PATHOLOGICAL Discussion 


Dr. Mattory: Autopsy showed an ulcerative 
colitis involving the whole bowel. Three liters of 
fluid was found in the peritoneal cavity, and the 
liver was small, grossly nodular and a little flaccid, 
but quite tough—very obviously a cirrhotic 
process. The nodules of regeneration ranged from 
2 to 8 mm. in diameter, a wider range than one 
usually sees in the common type of fatty, so-called 
alcoholic cirrhosis. The nodules of liver parenchyma 
were sharply circumscribed and embedded in large 
and extensive areas of scarring in which many bile 
ducts were present. There were also, at the edges of 
these nodules, hemorrhagic extravasation and fresh 
necrosis of liver cells. So I think we can classify 
this cirrhosis without any question as the post- 
necrotic type that follows a healed atrophy, and 
there was also evidence of the recurrence of that 
process in the form of fresh, massive necrosis just 
within the last few days before death. There was 
severe, terminal, pulmonary edema and broncho- 
pneumonia. 

This development of liver disease in association 
with ulcerative colitis is of considerable interest 
and, as Dr. Ropes has pointed out, not very much 
is known about it. Four out of five patients dying 
of ulcerative colitis show at autopsy a massive, 
fatty infiltration of the liver, and an occasional 
case will show diffuse, fatty cirrhosis, essentially 
similar to that seen in chronic alcoholism. This is 
the other type of portal cirrhosis that appears to 
follow an attack of massive atrophy. Himsworth 
and Glynn,* in the last four or five years, have made 
the claim that post-necrotic cirrhosis can result 
from dietary deficiency. A good many people who 
have attempted to repeat their experiments have 
had very little success in so doing, and it is very 
difficult to find any distinct proof in the field of 
human pathology that atrophy of the liver has 
resulted from dietary insufficiency. A case of this 
sort might be cited as evidence, but there are so 
many other factors —for instance, the strong 
element of infection and multiplicity of drugs with 
which she was treated — that it is inconclusive. 

Dr. Jones: What did the kidneys show? 

Dr. Mattory: As far as we could tell, they were 
essentially normal; slight dilatation was noted in 
Bowman’s capsule and minimal, if any, changes 


*Himsworth, H. P., and Glynn, L. E. Massive hepatic necrosis and 
diffuse hepatic fibrosis (acute yellow atrophy and portal cirrhosis): their 
production by means of diet. Clin. Sc. 5:93-123, 1944. 
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in the tubules. So I think that the renal insufficiency 
was secondary to the liver condition. 

Dr. Jones: Do you think that is the case in the 
hepatorenal syndrome? A certain group have kid- 
ney damage, but a great many show evidence of 
inadequate renal function in relation to hepatic 
failure. 

Dr. Exuis: Was the brain examined? 

Dr. Mattory: Yes, and it was normal. 


CASE 35102 


PRESENTATION OF CASE 


A twenty-nine-year-old man was transferred to 
this hospital because of diarrhea and jaundice. 

Since the age of fourteen he had suffered recurrent 
bouts of frequent loose stools. Approximately two 
years before entry he was treated by his physician 
over a period of three months because of nausea, 
headache and slight increase in diarrhea. At the end 
of this time it was noticed that he was jaundiced 
and that the urine was dark. There was loss of 
weight and appetite, and the liver was large and 
tender. He improved and returned to work, but 
one month later he was found to have anemia, for 
which he was given transfusions. The weight had 
fallen from 160 to 140 pounds, and there were signs 
of fluid in the right side of the chest. The liver edge 
was palpable three fingerbreadths below the cos- 
tal margin. The temperature was 99°F. There was 
no jaundice, ascites or peripheral edema. He was 
instructed concerning a high-protein, high-carbo- 
hydrate diet and rest and, although he was advised 
to return more frequently to his physician, he was 
not seen again until about six weeks later, when, 
aside from a 15-pound weight gain, physical find- 
ings were essentially unchanged. 

He returned to work for two and a half months 
when, following an attack of gastroenteritis, diarrhea 
became very severe. Again, a macrocytic anemia 
required several transfusions. During the next six 
months he became progressively worse and was 
finally admitted to another hospital. At this time 
he was semidelirious, and the temperature was 
104.5°F. Gynecomastia, spider nevi and super- 
ficial abdominal varices were present. Sigmoidos- 
copy revealed diffuse petechial ulcerations and 
edema of the sigmoid and rectal mucosa. There 
was slight contracture of the mucous membrane 
in one area, and polypoid changes were noted in 
the sigmoid. The feces showed no enteric pathogens 
or parasites. There was 50 per cent retention of 
bromsulfalein, the serum van den Bergh showed a 
delayed positive reaction, and the prothrombin 
time was 45 per cent of normal. 

In the hospital he was given transfusions, sulfa- 
suxidine, penicillin and a high-protein, high-carbo- 
hydrate diet. Three months later he was admitted 
to another hospital, where on physical examina- 
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tion he was found to have a right hydrothoray 
ascites, jaundice and a temperature of 102.6°F. The 
white-cell count was never above 4200, and neutro, 
phils were never over 26 per cent. The total Pro 
tein was 6.1 gm., with an albumin of 2 gm. and a 
globulin of 4.1 gm. per 100 cc. A bromsulfalein 
test showed 35 per cent of the dye retained jg 
thirty minutes. Under a regimen of rutin, vita 
min K, streptomycin, crude liver extract, vitamins 
and high-protein, high-carbohydrate diet he dig 
well. The fever and jaundice disappeared, the 
ascites and hydrothorax became less marked, ang 
appetite improved. Against the advice of his 
physician the patient was discharged after thre 
weeks in the hospital. He had barely returned home, 
however, when diarrhea became very marked, 
Within a few days the temperature rose to 104°P, 
and he was disoriented. Five weeks later he was 
readmitted to the same hospital, where, with the 
exception of jaundice, he exhibited the physical 
findings of the previous admission but to a much 
greater degree. In addition to the previous therapy, 
intravenous albumin and mercuhydrin were ad. 
ministered. The course, however, was progressively 
downhill. Repeated thoracenteses, with the re 
moval of 2000 or 3000 cc. of yellow fluid, were 
necessary. Never a co-operative patient, he became 
even less so, refused food and fluids, and cursed 
and struck the nurses. For one week he was psy- 
chotic and unresponding. Stools usually averaged 
four to eight daily, but at times there were ten to 
fifteen per day, with or without blood, although 
there was never any great loss of blood. At the end 
of two and a half months it was impossible to ob 
tain nurses for him and practically impossible to 
treat him because he refused all forms of medica 
tion. 

A history, later obtained from the patient's 
father, disclosed that his parents had been divorced 
for many years and that his marriage had also been 
unsatisfactory, a separation having taken place six 
months before admission. Apparently the patient 
was a headstrong person, and it was noted that 
arguments with the family were often followed by 
bouts of diarrhea. He did not drink alcoholic 
beverages. 

On admission to this hospital physical examina- 
tion revealed a semicomatose, emaciated, chronically 
and criticaily ill young man lying quietly in bed 
and occasionally groaning or crying out. There was 
clubbing of the fingers and dullness to flatness over 
the right chest. The cardiac impulse was forceful 
and diffuse, and the liver edge was palpated two 
or three fingerbreadths below the costal margin. 
Gynecomastia and testicular atrophy were present. 
There was no jaundice or peripheral edema. 

The temperature was 99°F., the pulse 120, and the 
respirations 27. The blood pressure was 88 systolic, 
55 diastolic. 

The urine gave a + test for albumin, and the 
sediment was loaded with red blood cells. The 
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blood hemoglobin was 10.5 gm.; the white-cell 
count was 4200, with 28 per cent neutrophils, 58 

r cent lymphocytes, 12 per cent monocytes and 
2 per cent eosinophils. The red blood cells showed 
moderate variations in size, and the platelets were 
normal. The serum protein was 6.5 gm. per 100 cc., 
with 2.5 gm. of albumin and 4.02 gm. of globulin, 
and the albumin-globulin ratio was 0.6. The non- 
protein nitrogen was 23 mg. per 100 cc.; the chloride 
was 101, the sodium 131.4 and the potassium 3.9 
milliequiv. per liter. A cephalin flocculation test was 
4+ in twenty-four hours and ++++ in forty- 
eight hours. The prothrombin time was 27 seconds 
(normal, 16 seconds). The stools were light tan 
and guaiac negative. 

During the first hospital week the patient re- 
mained critically ill despite frequent transfusions, 
intravenous albumin, streptomycin, mercuhydrin 
and other supportive therapy. During brief periods 
of consciousness he was most resistant to anything 
being done for him. Most of the time he was irra- 
tional, semicomatose or in frank coma. Proctoscopy 
revealed scattered polyps and a granular mucosa, 
which bled profusely on the slightest trauma. A 
biopsy of one of the polyps was later reported as 
pseudopolyp and chronic ulcerative colitis. Dur- 
ing the next several days he showed considerable 
improvement to such a degree that on the evening 
of the fourteenth hospital day he read magazines 
and talked about future plans. On the following 
day an ileostomy was performed. Postoperatively 
he did fairly well until the third day, when he com- 
plained more severely of abdominal pain. On physi- 
cal examination he was irrational and had grunt- 
ing respiration. The ileostomy, which had more 
recently drained poorly, was found prolapsed but 
still viable. There was abdominal distention, a 
fluid wave and absent peristalsis. The right side 
of the chest showed more fluid than before. The 
temperature was 103.5°F. The blood hemoglobin 
was 10.5 gm.; the white-cell count was 3800. The 
blood sodium was 132.2, the chloride 96, the po- 
tassium 3 and the carbon dioxide 27.9 milliequiv. 
per liter. Jaundice and peripheral edema became 
marked, and the left side of the chest, which had 
been clear all during hospitalization, showed many 
rales. He remained in coma with gasping respira- 
tions and was found dead in bed on the fourteenth 
postoperative day. 

Throughout the patient’s stay in the hospital, 
the urine showed a + or ++ test for albumin, 
and the sediment contained 15 to 30 red blood cells 
and 3 to 5 white blood cells per high-power field. 
The highest white-cell count recorded was 6500, 
and most counts were in the range of 3600. Therapy 
consisted of transfusions, intravenous fluids, strepto- 
mycin, penicillin, amigens and other supportive 
measures. There was excellent response to the 
several injections of mercuhydrin given. Repeated 
Paracenteses were of little benefit. 


CASE RECORDS OF THE MASSACHUSETTS GENERAL HOSPITAL 


DiFFERENTIAL D1aGNnosis 

Dr. Reep Harwoop: From the onset of the 
jaundice to the time of death it was evident that 
this patien had two severe diseases: the disease 
of the coloi: and that of the liver. I think the his- 
tory of the last two years merely records the down- 
hill course and progress of these two diseases, with 
each making the other worse. We are told very 
little about the onset. I shall try to reconstruct 
what may have happened at that time. 

I imagine that the physician taking care of him 
saw him at home, and that the patient had vague 
complaints. The doctor was not quite sure what 
part of the body was involved or what the diag- 
nosis was. I would guess that he paid most atten- 
tion to the diarrhea — he probably gave the usual 
mild, supportive measures for the diarrhea and did 
not realize that he was dealing with something ex- 
tremely serious until the jaundice appeared. He 
then looked back and wondered what was the cause 
of the jaundice. Here are the possibilities that oc- 
curred to me, not listed in the order of probability 
but as I thought of them. Virus hepatitis. Per- 
haps these vague complaints of headache, nausea 
and anorexia represent mild hepatitis, with little 
or no jaundice. Virus hepatitis can relapse and per- 
haps at the end of two or three months, with his 
poor nutritional state from diarrhea, he had an 
exacerbation during which the jaundice developed. 
Toxic hepatitis of some sort is another possibility. 
Such chemicals as cinchophen, sulfonamides, anti- 
amebic medication or possibly some industrial 
solvent to which he: had been exposed may have 
been responsible. I wondered also whether ulcera- 
tive colitis could produce such severe liver failure. I 
decided that it probably did not in this case. From 
the history we do not get the impression that he had a 
severe ulcerative colitis or that he was in a severely 
depleted state at the time the jaundice developed. 

Then, of course, I thought of amebiasis as an ex- 
planation for the whole picture. We know that 


amebiasis will cause diarrhea; we know that amebas . 


can invade the liver, where they cause a severe 
hepatitis, and also that amebic abscess can rupture 
from the liver through the diaphragm into the lung. 
But from all I can find out about amebic hepatitis, 
it does not fit the picture here. Amebic hepatitis 
is a severe disease; the patient is acutely ill, with a 
high fever and a high white-cell count. The same 
statement can be made of amebic abscess in the 
lung. I am sure this patient would have been sent 
to the hospital if he had such alarming manifesta- 
tions. Although I cannot rule it out, I am quite 
confident that amebic hepatitis will not be found. 
So we come to the conclusion that we are dealing 
with two diseases — chronic idiopathic ulcerative 
colitis and hepatitis with cirrhosis, probably the 
coarsely nodular type of cirrhosis, with the etiology 
of the hepatitis undetermined. 

Several details of this case warrant brief com- 
ment. The appearance of the hydrothorax one, year 
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before the ascites puzzled me. I cannot attempt 
to explain it. Another point that bothered me was 
the low white-cell count; the granulocytopenia in 
the face of severe sepsis in the terminal stages I 
find difficult to explain. It may be that as a result 
of chronic, wasting disease, the bone marrow was 
depressed. Possibly the granulocytopenia was due 
to drugs. He must have had a great many dif- 
ferent kinds of drugs. Perhaps the sulfonamides 
were responsible. I thought of some blood dyscrasia 
such as leukemia but ruled it out. Then there was 
the testicular atrophy, the low blood pressure and 
the low blood sodium, all of which made me wonder 
if that combination could be added up to adrenal 
failure. The hematuria I ascribed to the pro- 
thrombin deficiency. I considered other diseases, 
including amyloid disease, tuberculosis and cancer 
of the liver or bowel, and decided that they did not 
play an important part. As for the final episode, 
one cannot say whether or not he had a perforation 
with peritonitis toward the end. I think it is very 
likely that he had bronchopneumonia. 

Dr. J. H. Means: I think the endocrine part 
of the disease is interesting. He had gynecomastia 
and testicular atrophy. I would be interested in 
knowing about the pubic, axillary and body hair 
in relation to liver disease. There is nothing about 
that in the abstract. 

Dr. Dantet S. Euuis: They were quite normal. 

Dr. Means: What causes these signs when they 
do occur? Is it because the liver does not bring down 
estrin normally? 

Dr. E tis: I do not know; but that is one of the 
theories. 

When this patient was admitted we knew he had 
liver disease. The liver was palpable, and everyone 
thought it was nodular. We thought we were deal- 
ing with advanced cirrhosis to begin with and con- 
sidered the question of how much one could sal- 
vage and whether one should attempt to operate 
on him as a supportive measure. An ileostomy was 


_ performed, and the liver did not have enough reserve 


to make the grade, and we thought his death was 
primarily that of liver failure. 


C.iinicaAL DIAGNOSES 


Chronic ulcerative colitis. 
Cirrhosis of liver. 


Dr. Harwoop’s DIAGNOSES 


Chronic idiopathic ulcerative colitis. 
Hepatitis, with coarsely nodular cirrhosis. 


ANATOMICAL DIAGNOSES 


Chronic ulcerative colitis, with pseudopolyposis and 
adenocarcinoma. 

Portal cirrhosis of liver, post-atrophy type. 

Ascites. 

Operation: ileostomy. 

Intussusception, with gangrene of terminal ileum. 


Mar. 10, 194 


PATHOLOGICAL Discussion 


Dr. Tracy B. Matiory: Autopsy on this map 
showed a liver within normal weight limits, 1700 gm, 
but coarsely nodular, with some of the nodules 
measuring 15 mm. in diameter. This microscopica| 
preparation shows one of the relatively large areas 
of regeneration and here a wide band of scar tissue 
Most of the nodules of liver cells are sharply out. 
lined as if encapsulated, and there is no invasion of 
fibrous tissue into the periphery. 

There was in this case noclear-cut terminal necro. 
sis. There was extensive ascites, 5000 cc., and an 
unusual complication of the last few days of life 
was an intussusception of the distal end of the 
ileum beyond where it had been transected to form the 
ileostomy. Finally there was incipient peritonitis, 

This is obviously another case of post-necrotic 
type of cirrhosis. One additional etiologic factor 
in this case was the suggestive history of epidemic 
hepatitis. In retrospect one cannot say it was or 
was not; it might have been. 

Dr. CuesterR M. Jones: I am sorry that Dr, 
McKittrick is not here to comment on the ileostomy, 
At the time it was perfectly obvious that if the 
patient was to be helped at all, ileostomy had to 
be done, but it was impossible to arrive at a point 
when the patient would tolerate any such maneuver, 
When he came in it was quite obvious that he was 
desperately sick. It seemed we had to take the 
chance to make a situation whereby the ulcerative 
colitis and nutrition could be controlled and, by so 
doing, possibly to be able to stop the progression 
of the process in the liver long enough to get him 
in some sort of decent condition — obviously, a 
desperate move. Everyone realized it and did not 
expect to get away with it. 

Dr. Atrrep Kranes: What was the colon like? 

Dr. Mattory: It showed a severe, chronic, ul 
cerative colitis with marked polyp formation. We 
see three kinds of polyps in patients with long- 
standing ulcerative colitis. Some of them are mostly 
inflammatory in character and are called pseudo 
polyps —a sort of hypertrophy of the remaining 
fragments of mucous membrane. We sometimes 
see true neoplastic polyps, and in some cases frank 
carcinoma develops. The biopsy on this patient 
we reported as a pseudopolyp, and at autopsy sec- 
tions were taken from two or three other lesions by 
hazard, one of which proved to be carcinomatous. 
So nothing less than a total colectomy would have 
helped him for very long. 

Dr. Harwoop: How about the adrenal glands? 
Did they show anything? 

Dr. Ma tory: No. 

Dr. Jones: I think it is important to point out 
that patients with ulcerative colitis going a good 
many years, more than ten years, run a definite 
hazard of developing carcinoma. It is often im- 
possible to be certain about this diagnosis because 
the blood in the stools is assumed to be due to the 
colitis. 
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MASSACHUSETTS FIVE-YEAR PLAN 


More than 600 panel participants and delegates 
from a number of representative organizations met 
together in the first Massachusetts Health Con- 
ference, held at the Hotel Statler on February 19 
and 20 for the purpose of discussing means of im- 
proving health in Massachusetts during the next 
five years. Agencies represented ranged from the 
Ladies Garment Workers Union to the Junior 
League and from the Massachusetts State Nurses 
Association to the Committee for the Nation’s 
Health. 

Nineteen panels were conducted, the majority 
of them holding sessions both morning and after- 
noon on the Saturday and Sunday of the Con- 
ference. Such topics were fruitfully discussed as 
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accidents and their prevention, citizen participation 
in state and community planning, dental health, en- 
vironmental sanitation, health problems of the 
aged, hospital problems, industrial health, maternal 
and child health, medical-care costs and methods, 
mental health, nursing problems, rural health prob- 
lems and school health, and others of no less im- 
portance. 

At luncheon on the first day Dr. Clifton T. 
Perkins, Commissioner of Mental Health, told of 
the problems of his department and the opportunity 
that an increased budget and improved personnel 
will give for the transformation of its objectives 
from custodial care to active treatment and the pre- 
vention of mental disease. In the evening the Hon. 
John F. Kennedy, congressman from the eleventh 
Massachusetts District, addressed the dinner au- 
dience, and at luncheon on the following day Dr. 
Charles F. Wilinsky, president of the American 
Public Health Association, and His Excellency, 
Governor Paul A. Dever, spoke to the Conference. 
Dever announced in particular that the first claim 
considered by him of all those made for state funds 
was for the physically and mentally ill citizens of 
the Commonwealth. 

As the report of each panel chairman was made 
at the close of the Conference, the result of the co- 
operative and constructive discussion that each 
problem had received became evident and the con- 
tributions that could be made by lay as well as pro- 
fessional participants. Of special interest were the 
meetings of the most largely attended group, that 
on medical-care costs and methods, under the chair- 
manship of Dr. Hugh R. Leavell, professor of public- 
health practice of the Harvard School of Public 
Health. 

Discussers in the field covered by this panel 
varied from representatives of the Department of 
Public Health and the Massachusetts Medical 
Society to those from Blue Shield, the Committee 
for the Nation’s Health and the CIO. Agree- 
ment on all particulars was naturally impossible, 
but discussion was free, frank and friendly. The 
steering committee of the panel in its final statement 
approved making adequate medical care “available 
to everybody, regardless of income, race, color, 
creed or national origin,”’ the term to include the 
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services of “physicians, dentists, pharmacists, nurses, 
medical social workers and other professional per- 
sons, the services of clinics, hospitals and related 
facilities and the supply of necessary drugs and 
appliances.” 

The use of voluntary prepayment group health 
plans was encouraged; it was admitted that the 
people have also the right, “if they deem it wise,”’ 
to establish a system of governmental health in- 
surance. A resolution was passed unanimously dis- 
approving the senseless slaughter of “tens of thou- 
sands of unwanted animals in public pounds,” when 
they were so desperately needed for medical research. 

It may fairly be said that the success of the Con- 
ference exceeded the fondest hopes of its sponsors; 
improved relations and better understanding of 
mutual goals by diverse interests should result. 


BENJAMIN RUSH AND HIS TRAVELS 
THROUGH LIFE 


In 1800, Benjamin Rush, the energetic, quarrel- 
some physician and patriot of the American Revolu- 
tion, then fifty-five years of age, began to write 
his autobiography, Travels through Life, having 
just seen through the press his Essays, Literary, 
Moral, and Philosophical. His active and exciting 
life brought him many memories of his student 
days, early years of practice in Philadelphia, the 
Revolution and his part in the Declaration of 
Independence, his bitter fight for reform in the 
military hospitals, the yellow-fever epidemic of 
1793, and his battle with William Cobbett, then 
subsiding after Cobbett’s departure from America 
in June, 1800. The Rush Light, a harsh pamphlet 
published by Cobbett, was rapidly dimming, and 
Rush could turn to a calmer period of reflection, 
practice and the teaching of medicine, all gifts with 
which he was highly endowed, and to his account 
of his private life. His written word, long in manu- 
script or imperfectly printed, has now been issued 
in a complete and unexpurgated edition under the 
meticulous and scholarly hand of George W. Corner, 
along with the “Commonplace Books” or diaries 


for 1789-1813.' 


Mar. 10, 1949 


First taught in 1761 as a private pupil of John 
Redman, Rush later attended the lectures of 
Shippen and Morgan from 1762 to 1765, whe the 
school of medicine of the University of Pennsyl. 
vania was in its infancy. He went abroad in 1766, 
listened to lectures in Edinburgh, brushed UP on 
his Latin, taught himself Italian and Spanish, ang 
received his medical degree two years later. After 
further training in St. Thomas’s Hospital in Lon. 
don and a visit to Paris, Rush returned to Phila 
delphia in 1769, developed a successful practice, 
advocated the abolition of slavery, became an active 
patriot with Thomas Paine, John Adams and 
Thomas Jefferson, signed the Declaration, served 
for a short and stormy period as surgeon-general 
of the armies of the Middle Department, lectured at 
the medical school and, after 1789, devoted himself 
primarily to his profession. Basing his views on 
those of William Cullen and John Brown, he 
developed a “system” of treatment, calling for 
“depletion” by thorough bleeding and purging, 
a theory that came to hold for his speculative mind 
all the fascination of an ultimate panacea. When 
his method was applied in the  yellow-fever 
epidemic, Rush claimed superior effectiveness, but 
he failed to keep exact records of his own cases and 
he did not even’ use the vital statistics of his day. 
Cobbett, a lay critic, soon discovered the weakness 
of Rush’s treatment, and, although Rush was not 
guilty of deliberate misrepresentation, a modern 
evaluation of his work indicates that he was “rather 
the victim of a certain credulity about diagnoses 
and cures which characterized much of his work.” 
He was, in other words, an observant man, but 
not a good observer. 

Rush’s autobiography is not a very readable 
volume, but factually it is an outstanding record 
of his times, a “‘Philadelphia Story” of distinctive 
merit, clearly told, without retraction or hesitation. 
Of his medical enemies he speaks with no malice, 
for he was at heart a lover of peace and of his fellow 
citizens. 


The numerous footnotes by Corner are authori- 
tative and always helpful, the index is fully 
adequate, and the book is a great credit to the 
American Philosophical Society, the holder of the 
original manuscript, and its able editor, in whose 
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hands the intimate history of one of the greater 


figures of American history is for the first time fully 


disclosed. 
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VETERANS ADMINISTRATION HOSPITAL 
PROGRAM 


TuereE has been considerable confusion about 
the treatment not only of disabled veterans and. 
their dependents but also of those suffering from 
nonservice-connected disabilities or illness. As a 
recent release from the Veterans Administration 
states, many wives and families of veterans were 
treated by Army and Navy doctors, while their 
husbands were on active duty, as a result of what 
is almost a service tradition. For many years, 
families of personnel in the armed forces obtained 
treatment from Army or Navy physicians if it were 
“more practical” for such service to be rendered 
by these physicians. Some wives now erroneously 
believe that they are also entitled to medical treat- 
ment from Veterans Administration physicians. 

Men and women who served in the armed forces, 
except those with dishonorable discharge, are 
entitled to hospital treatment in the following 
categories: emergency cases; those suffering from 
injuries or diseases incurred in or aggravated by 
military service; and those who state under oath 
that they are unable to pay hospital charge for 
treatment of nonservice-connected disabilities or 
illnesses. Veterans in the last classification, if not 
in the emergency class, must wait until a bed 
becomes available. Treatment is available for 
veterans with service-connected disabilities, but 
in other cases each veteran’s eligibility must be 
determined by the Veterans Administration itself 
before treatment of this type can be authorized. 

These limitations are of considerable interest in 
view of the prospective hospital expansion program, 
which may be used as a political argument to spend 
more of the taxpayers’ money wastefully and ill- 
advisedly. Studies in the past three years have 
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indicated a need for a change in this program; the 
estimated requirements for hospital beds made 
during and immediately after the war were consider- 
ably larger than has proved necessary. Admission 
policies have been such that more than two out 
of three patients were and still are admitted to hos- 
pitals for nonservice-connected ailments. 

As a result of the careful studies of 64 individual 
projects not yet under contract, the President has 
ordered a reduction of 16,000 beds. To effect this, 
the Veterans Administration plans the cancellation 
of 24 proposed new hospitals and reduction in the 
size of 14 others, a change in program that “will 
not result in a single service connected veteran being 
denied immediate hospitalization.” 

There is another factor. Owing to the shortage 
of professional personnel, the Veterans Administra- 
tion is having great difficulty in properly staffing 
its present hospitals. The estimated maximum 
load of patients with service-connected disabilities 
is about 51,000, which, even at present, leaves more 
than twice as many additional beds available to the 
other veteran patients. “In the light of more than 
three years’ experience since the end of World War 
II,” according to the release, “‘it is evident that the 
estimates of bed requirements were considerably 
too high. To construct new hospitals which we 


“cannot staff and, therefore, cannot put into use 


would be an indefensible waste of public monies.” 
This report states further that the proposed elim- 
ination of new beds would result in a saving of 
$280,000,000. With many hospitals running at a 
prohibitive annual deficit, it seems that the medical 
profession has here a splendid opportunity to exert 
its influence in constructive suggestions that will 
help to relieve the present critical condition of some 
civilian hospitals in which nonservice-connected 
cases should be cared for; but at the same time, 
steps should be taken to ensure that the care given 
for service-connected injuries and illnesses of the 
veteran remains the best that can be obtained. 


FIRST BOOK ON RICKETS 


WuistTLer, an Englishman, in 1645, pre- 
sented to the University of Leyden for the degree 
of doctor in medicine a dissertation entitled De 
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morbo puerili Anglorum, quem patrio idiomate 
indigenae vocant “‘The rickeis.”” This is the first book 
on the subject, and the first use of the word 
rickets. In 1684, Dr. Whistler issued a second edition, 
said to be improved because of imperfections in the 
original example. 

In 1884 Moore,! writing on Glisson’s*® treatise on 
rickets, published in 1650, devotes considerable 
space to a discussion of Whistler’s small disputation 
and at first believed that it was not authentic and 
did not exist until it was called to his attention that 
a copy of the 1645 imprint had been discovered in 
the Library of the Royal College of Physicians of 
London. 

Whistler did not lay claim to the discovery of 
the disease but referred to it for the first time as the 
rickets, a name locally applied for some twenty- 
five years. Moore was highly critical of Whistler 
and his work and brought out that Glisson and a 
group of co-workers had been engaged on an in- 
vestigation of the disease since 1645, culminating 
in the publication of Glisson’s book in 1650. It was 
intimated that Whistler rushed into print for the 
purpose of forestalling Glisson’s book. Whistler’s 
description of the disease is a concise and clear state- 
ment of most of the then known facts and appears 
to have been based on personal observations. Both 
editions are very scarce although three copies of the 
1645 edition have been located in British libraries — 
in the British Museum, in Merton College, Oxford, 
and in the Royal College of Physicians, London. 

Likewise, there should be copies in the University 
of Leyden and other European libraries. 

Recently the Boston Medical Library has ac- 
quired a copy of the 1684 imprint with an English 
translation, and a beautiful facsimile reproduction 
of the 1645 edition made from the copy in Merton 
College. The facsimile bears no indication of date 
or printer or that it is a reproduction, but it is known 
that it was done late in 1948 for Dr. Alexander Cook, 
of Oxford, and that only a few copies were struck 
off for his friends. The Library is indebted for its 
copy to a good friend and fellow of the Library. 
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MASSACHUSETTS MEDICAL SOCIETY 
WOMAN’S AUXILIARY 


The Executive Committee of the Woman’s Augih 
iary of the Society held its mid-winter meeting at 
the Algonquin Club, 217 Commonwealth Avenue, 
Boston, on January 21 as luncheon guests of th 
President. 

Present were the officers of the Auxiliary: My 
Leighton F. Johnson, president; Mrs. Charles 
Ayres, vice-president; Mrs. John F. Conlin, cop 
responding secretary; Mrs. Andrew Nichols, II], 
recording secretary; Mrs. Leo G. Rondeau, trea. 
urer; the presidents of the ten district auxiliaries: 
Mrs. Oscar S. Simpson, Barnstable; Mrs. Curtis B 
Kingsbury, Bristol North; Mrs. Harold R. Kurth, 
Essex North; Mrs. John J. Pallotta, Essex South; 
Mrs. Albert E. Morris, Middlesex East; Mrs. John 
F. Casey, Middlesex South; Mrs. George W. Papen, 
representing Mrs. J. J. Hepburn, Norfolk; Mrs, 
Thomas H. Lanman, Suffolk; Mrs. Charles E. 
Ayres, Worcester; Mrs. William G. LeBrecht and 
Mrs. John J. Curley, representing Mrs. L. B. 
Thompson, Worcester North; and the chairmen of 
the state committees: Mrs. Chester S. Keefer, Edu- 
cation; Mrs. Roger I. Lee, Public Health; Mrs, 
Howard F. Root, Legislation; Mrs. Reginald H. 
Smithwick, Hospitality; Mrs. John W. Spellman, 
Benefits; and Mrs. George G. Bailey, Nominations, 
Mrs. Benjamin Alexander, chairman of the Program 
Committee, was unable to attend. 

Dr. John F. Conlin, director of Medical Informa- 
tion and Education, spoke on national legislation, 
outlined the plans for the Massachusetts Health 
Conference, and announced that an appropriation 
of $500 would be requested of the Council of the 
Massachusetts Medical Society for the use of the 
Auxiliary during 1949. 

Each president was asked to appoint two dele 
gates and two alternates to attend the Health Con- 
ference. Mrs. Root reported on bills affecting health 
that had been introduced to the General Court, and 
Mrs. Ayres spoke about the part that the Auxiliary 
would take in the annual meeting of the Society in 
Worcester, May 25, 26 and 27. 

The Auxiliary of the Worcester North District 
Society, organized on January 14, was welcomed 
to membership, and plans for a speaker’s bureau 
were discussed. 


DEATHS 


Brunette — Pierre Brunelle, M.D., of Lowell, died on 
February 11. He was in his seventy-seventh year. 

Dr. Brunelle received his degree from McGill Univer- 
sity Faculty of Medicine in 1896. He was a former president 
of the Massachusetts Medical Society and was formerly a 
member of the Lowell Board of Health. 

His widow, a son, two daughters and a sister survive. 


Vol. 24 
CRO! 
Februz 
| Dr. 
| School 
Medic 
Asi 
NOT 
BAR 
Tl 
bitu! 
in t 
met 
tom 
and 
bloc 
pati 
| of 
ver 

‘ 
Cot 
I 
tha 
| the 
| ce. 
2.0 
| 
an 
is 
ne 
| ar 
co 
3 
th 
tr 
tk 
b 
a 

| 


Vol. 240 No. 10 


Croxe — Louis W. Croke, M.D., of Dorchester, died on 
February 15. He was in his sixty-fourth year. . 

Dr. Croke received his degree from Tufts College Medical 
School in 1911. He was formerly staff surgeon for Liberty 
Mutual Insurance Company and was a fellow of the American 
Medical Association. 

A sister survives. 


NOTES FROM THE MEDICAL EXAMINER 
BARBITURATE TOXICITY 


The rapid and accurate quantitation of bar- 
biturates in blood and tissue has been made feasible 
in the past three years by the development of 
methods utilizing the ultraviolet. spectropho- 
tometer.!? These require only 5 to 10 cc. of specimen, 
and it is possible for the first time to determine the 
blood barbiturate concentration of a comatose 
patient in the emergency room as well as that 
of a dead person whose residual concentration is 


very low. 


CoRRELATION OF BARBITURATE LEVEL WITH STATE 
or CONSCIOUSNESS 


Preliminary studies of the concentration of pento- 
thal in the blood during surgical anesthesia*’ show 
that consciousness is lost at about 1.0 mg. per 100 
cc., whereas second-plane anesthesia is reached at 
2.0 to above 3.0 mg. per 100 cc. 

The short-acting barbiturates, seconal, amytal 
and pentobarbital, cause coma when the blood level 
is between 1.0 and 3.2 mg. per 100 cc. Conscious- 
ness is lost at slightly lower levels when larger doses 
are ingested — that is, with rapidly rising drug 
concentrations in the blood. Another important 
modifying factor is the state of reflex excitability of 
the central nervous system; a given blood concen- 
tration is less depressing in agitated patients or 
those stimulated by benzedrine or caffeine. 

The long-acting barbiturates, barbital and pheno- 
barbital, are much less potent than those mentioned 
above. Several conscious patients, some of whom 
were ambulatory, were found to have blood levels 
as high as 5.0 to 7.5 mg. per 100 cc. Two patients 
with blood phenobarbital levels of 7.2 and 6.8 mg. 
per 100 cc. were described clinically as semicoma- 
tose. —The minimum blood barbiturate concentra- 
tions accompanied by coma in 7 patients who re- 
covered from barbital or phenobarbital poisoning 
were in the range 7.0 to 12.0 mg. per 100 cc.*® 


Fatat ConcENTRATIONS OF BARBITURATE 


In the evaluation of a post-mortem blood bar- 
biturate level as the cause of death five principal 
variables must be considered. These are the 
identity (potency) of the barbiturate concerned, the 
time elapsed from ingestion of the drug until death, 
the presence of concomitant alcoholism or central- 
nervous-system depression by other agents, the 
effects of therapy, and complications of which 
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respiratory infections and renal failure are par- 
ticularly noteworthy. ; 

The higher potency of the short-acting bar- 
biturates, as compared to barbital and phenobar- 
bital, is well exemplified in a series of 10 cases, all 
fatal without therapy and none complicated by 
alcoholism.‘ Seven deaths resulted from poison- 
ing by seconal, pentobarbital, amytal or combina- 
tions of these agents. The post-mortem blood bar- 
biturate concentrations were 2.0, 3.7, 4.0, 4.8, 6.6, 
7.2 and 7.5 mg. per 100 cc. The others were pheno- 
barbital and barbital poisoning, and the levels were 
9.8, 12.0 and 34.0 mg. per 100 cc. It should not 
be inferred, however, that the finding after death of 
a blood barbiturate concentration of 2.0 mg. per 
100 cc. of a short-acting or of 9.8 mg. of 
a long-acting barbiturate constitutes prima facie 
evidence of death from barbiturate poisoning. 
Recovery has been observed after barbiturate levels 
of 5.1 mg. of pentobarbital, 12.8 mg. of phenobar- 
bital and 20.6 mg. per 100 cc. of barbital. 

The time factor is of importance in two respects. 
Death may occur in the early hours of barbiturate 
poisoning with relatively low blood levels of the 
drug if the concentration is rising rapidly. In the 
first case of the short-acting series cited above, 
death occurred within four hours of ingestion of the 
drug with over 65 gr. (4.3 gm.) of seconal still in the 
stomach. On the other hand, barbiturates share 
with carbon monoxide and alcohol the property 
of producing irreversible asphyxial damage to the 
brain and then being partly or completely destroyed 
or excreted before death ensues. One young woman 
succumbed five days after ingesting a fatal dose 
of seconal although no barbiturate was demonstrable 
in the blood on the third day. 

Experimental and clinical evidence of a “‘syner- 
gistic toxic action” of barbiturates and alcohol has 
been published,’: * but the dangers inherent in in- 
discriminate use of combinations of these agents 
deserve re-emphasis. Seven deaths due to the com- 
bination of alcohol and barbiturate, although 
neither drug was present in ordinarily fatal con- 
centrations, have been encountered in recent years 
by members of the Department of Legal Medicine 
at the Harvard Medical School. Goldbaum’s® terse 
note (“‘Alcoholic: Died soon after injection of 100 
mg. of sodium amytal I. V.”) is probably a further 
example of this kind. 

Although consideration of therapy is beyond the 
scope of this communication it appears that general 
supportive therapy including oxygen, intravenous 
fluids to the limit of tolerance and the common 
stimulants are of greatest importance; picrotoxin 
and other convulsants should be employed with 
great caution lest their toxic effects be added to the 
barbiturate poisoning; and the use of succinate, 
ascorbic acid and so forth is still in the experimental 


stage. 


10, 1949 
Y 
Auxil 
ting at 
Of the 
les 
Il, 
treag. 
laries: 
tis 
-urth, 
outh; 
John 
a pen, 
Mo | 
s 
. 
n of 
‘du- 
Mrs, 
lan, 
Ons, 
ram 
Na- 
on, 
Ith 
ion 
he 
he 
le- 
n- 
3 
id | 
in 
d 
| 


396 THE NEW ENGLAND JOURNAL OF MEDICINE 


REFERENCES 


1, Hellman, L. M., Shettles, L. B., and Stran, H. Quantitative method 
for determination of sodium pentothal in blood. J. Biol. Chem. 148: 
293-297, 1943. 

2. Walker, J. T., Fisher, R. S., and McHugh, J. J. Quantitative estima- 
tion of barbiturates in blood by ultra-violet spectrophotometry. 
I, Analytical method. Am. J. Clin. Path. 18:451-461, 1948. 

3. Jailer, J. W., and Goldbaum, L. R. Studies on plasma concentration 
and ‘tissue distribution of sodium pentothal (sodium ethyl! (l- 
rer) thiobarbiturate). /. Lab. & Clin. Med. 31:1344-1349, 


4. Fisher, R. S., Walker, J. T., and Plummer, C. W. Quantitative esti- 
mation of barbiturates in blood by ultra-violet spectrophotometry. 
II, Experimental and clinical results. 4m. J. Clin. Path. 18:462- 
469, 1948. 
5. Goldbaum, L. R. Ultraviolet spectrophotometric procedure for deter- 
igen of barbiturates. J. Pharmacol. & Exper. Therap. 94:68- 
6. Fisher, R. S. Unpublished data. 
7. Jetter, W. W., and McLean, R. Poisoning by synergistic effect of 
henobarbital and ethyl alcohol: experimental study. Arch. Path. 
1112-122, 1943. 
8. Ramsey, H., and Haag, H. B. Synergism between barbiturates and 
ethyl alcohol. J. Pharmacol. Exper. Therap. 88:313-322, 1946. 


S. Fisuer, M.D. 
Research Fellow, Department of Legal Medicine 
Harvard Medical School 


MASSACHUSETTS DEPARTMENT 
OF PUBLIC HEALTH 


‘EMERGENCY MATERNITY AND INFANT 


CARE PROGRAM 


Payment for maternity care and for care of in- 
fants under one year of age is still available under 
this program. However, the Massachusetts Depart- 
ment of Public Health is calling attention to the 
fact that no authorization for payment for pediatric 
care rendered after April 20, 1949, may be issued 
under this program. 

All bills for medical and hospital care must be 
submitted before May 1, 1949, to Massachusetts 
Department of Public Health, Division of Maternal 
and Child Health, 73 Tremont Street, Boston. 


BLUE CROSS-BLUE SHIELD 
AMCP PLANS REACH SIXTY 


In accepting membership applications in January 
from Arkansas Medical and Hospital Service, of 
Little Rock, Central New York Medical Plan, of 
Syracuse, Klamath Medical Service Bureau, of 
Klamath Falls, Oregon, Physicians Association of 
Clackamas County, Oregon City, Oregon (rein- 
statement), and Puerto Rico Hospital Service Asso- 
ciation, of San Juan, Associated Medical Care Plans 
has increased its membership to a total of sixty 
plans. 

This leaves only three eligible plans in active 
operation that are not members of AMCP, although 
others, now in process of organization, may soon 
become eligible for membership. 


Mar. 10, 1949 


MISCELLANY 


PHYSICIANS’ WELCOME CENTER IN PARIS 


Doctors from around the world who arrive in France will 
find a warm welcome awaiting them at the new center fe, 
cently opened in Paris at 60 Boulevard de Latour-Mauboy 
by the French Medical Association. The center plans to give 
visiting physicians information on all subjects of interest tg 
them, to arrange hospital visits and consultations and to 
direct attention to various scientific congresses and lectures 

As an added service to the medical profession, the French 
Medical Association, in conjunction with the Commissariat 
General au Tourisme, official Government tourist organiza. 
tion, will advise on travel in France and give information og 
hotels, restaurants, amusements and cultural activities. 

The French Medical Association welcome center will be 
open daily from 9 to 12 and 1:30 to 6. 


ARMY MEDICAL CORPS SPECIALISTS 
As of January 25, 1949, 143 Regular Army Medical Corps 


officers and 10 civilian component officers on active duty 
were certified as diplomates of American Specialty Boards, 
This represents an increase of 51 from the date of the lag 
published survey (September 1, 1947). 

Specialists to fulfill current requirements of the Army are 
needed in all fields. In the specialty fields of allergy, cardi. 
ology, gastroenterology, pulmonary diseases and neuro 
surgery the Army still does not have a board-certified special 
ist, although officers are in training in each of these fields to 
enable them to reach eligibility for board examinations. 

Commissions in the Medical Corps, both Regular Army 
and Reserve, up to and including the rank of lieutenant 
colonel, are available in these fields for qualified civilian 
physicians, depending upon length of professional experience 
and subject to Army regulations. 


CORRESPONDENCE 
WARNING REGARDING LITHIUM CHLORIDE 


To the Editor: In view of the recent deaths alleged to have 
been caused by thé use of table-salt substitutes containing 
lithium chloride, and because of an increasing number of re 
ports from physicians of observance of hitherto unexplained 
symptoms following administration, it is believed that an 
EMERGENCY WARNING should be issued to physicians, 
hospitals and wholesale and retail distributing outlets that 
products of this nature may cause injury to the users and to 
suggest that further prescriptions, diateibution and sale be 
discontinued immediately, until further notice. 

The United States Food and Drug Administration has 
taken steps toward the recall from the market of all these 
preparations. Superintendents of hospitals, and practicing 
physicians generally, are hereby requested to take the neces- 
sary measures to prevent further administration and use of 
these products. 

Cart S. Fercuson, Director 
Division of Food and Drugs 
Massachusetts Department of Public Health 


THE RIGHT TO CRITICIZE 


To the Editor: Your editorial entitled ‘““This AMA — What 
is it?” in the February 3 issue of the Journal, although it 
contains some truth that indeed needs saying at this juncture, 
also, in my opinion, displays some regrettable weaknesses. 

The statement that destructive criticism “harms many 
and helps none” is incomplete and misleading. Destructive 
criticism may identify evil and pave the way to its correc 
tion. It should be followed by cons} ive criticism, which 
promotes the development of somgghitng good. In any event, 
we can say that destructive criti¢f§m elected Harry Truman. 
Whether that’s for good or bad time will tell. ‘ 

When you say of the critics within the ranks of medicine, 
“most of whom believe that they have just complaints, and 
derive a feeling of pleasure or sense of importance from pro- 
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claiming them,” you are stooping to impugn the motivation 

f these critics without any possible justification. This is a 
rsa of argumentum ad hominem that can only serve to 
weaken the force of your remarks. 

Your point that many of us members of the American 
Medical Association have been very negligent in the matter 
of taking political action at the grass roots is accurate and 
ustified. I hope it will produce a high percentage of at- 
tendance at, and of activity in, all district-society meetings. 
However, when you try to shut off efforts at reform by ap- 
proaches directed at higher levels, with the trite bromide that 
it is. a dirty bird that fouls its own nest, 1 submit that you 
are descending to a low level of editorial writing. 

It has been repeatedly claimed that organized medicine is 
democratic. I won’t dispute this, but may point out that we 
can easily find in the world today various interpretations of 
the word “democratic.” However, I will submit that in the 
American variety of democracy, free speech is one of the 
rights of man. The constitution of the United States abun- 
dantly protects the right of minorities to be heard. 

The correspondence columns of the Journal of the American 
Medical Association should be a forum where matters of the 
public relations of medicine, or any other serious medical 
topic, could be freely discussed. It is my opinion, however, 
that the Journal of the American Medical Association does 
not serve this function. Apparently, it only gives space to 
opinions that adhere to the orthodox party line. It cannot 
tolerate criticism. 

It distresses me to see the generally admirable New England 
Journal of Medicine bending in this direction, even if only 
slightly. I will go along with you that we should get busy 
at the grass roots, but I depart from you in your taboo of 
direct approaches at other levels. 

If the public discovers that there is a row in the medical 
profession (they probably have discovered it), I believe this 
will be to the good. If the public know that the doctors 
have honest differences of opinion, I believe it is more likely 
to create confidence than if they look upon us as a great 
crowd of yes-men. After all, the public are the consumers 
of medical service, and have as direct an interest in, and as 
much right to be heard on, the problems of how medical 
care is to be provided, as the doctors have. 


J. H. Means, M.D. 
Boston 


Note: Dr. Means seems to have missed the point of the 
editorial in question, perhaps being unaware of a current 
type of criticism, much of it thoughtless, some of it possibly 
malicious, that has been directed against the American 
Medical Association since the assessment was announced. 
This applies to destructive criticism that has served no use- 
ful purpose but has, unfortunately, tended to create in- 
decision and distrust. 

It is difficult to understand Dr. Means’s reference to what 
he considers an apparent attempt on the part of the Journal 
“to shut off efforts at reform by approaches directed at 
higher levels.” Such an accusation appears to be answered 
in the last paragraph of the editorial to which he takes excep- 
tion, which specifically states, “If your association in your 
opinion is at fault then start the correction from within.” 

It should further be apparent to its readers that the cor- 
respondence columns of the New England Journal of Medicine 
are open to all sincere and constructive expressions of opinion, 
within the limits of its space — that the Journal is far from 
“bending in this direction” of giving space only to opinions 
“that adhere to the orthodox party line.” 

In short, the Journal still maintains its belief that helpful 
criticism is of great value and that all sides of any controver- 
sial subject should be presented, but that little good can 
come of wholesale condemnation of the one organization that 
represents the medical fraternity in America. — Ep. 


CONSTRUCTIVE CRITICISM 


To the Editor: In a recent issue of the Fee there were 
a number of letters voicing disapproval of the $25.00 assess- 
ment recently passed by the House of Delegates of the Ameri- 
can Medical Association. Some of the criticisms were jus- 
tified, and some were even quite good. However, in none of 
them were there any constructive suggestions on how better 
to meet the challenge. Although I am not yet a member of the 

merican Medical Association, I have recently contributed 
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$25.00 to this fund, together with my criticisms and sug- 
gestions. 

It seems to me that the medical profession should have 
as its goal the improvement of medical care, either qualita- 
tive or quantitative, and that its members should be leaders 
in advocating any change, Government or private, that will 
improve the quality of medical care, result in better dis- 
tribution of care or remove the economic hazard from illness 
without at the same time lowering the quality of the care. 
The program suggested was as follows: 


PRIVATE ACTIVITIES: 


Expand such voluntary insurance plans as Blue Cross 
and Blue Shield and follow the suggestions of Dr. Hawley 
to bring nationwide coverage to these plans. 

Encourage private insurance plans, even though lay 
people are on the board of control, sponsored by co-opera- 
tives, industries and labor unions. 

Introduce more and better public-relations systems, 
similar to that introduced in Colorado, with some volun- 
tary control of fee schedules, possibly by the publication 
of average fees. We should tell the people about the cost 
of medical education and the doctor’s overhead expenses. 

Encourage better distribution of doctors by more ro- 
tating residencies; continued organization of and better 
hospital facilities for the general practitioner; and en- 
couragement of medical students, ~ their teachers, to 
enter practice in rural communities. 


GOVERNMENT ACTIVITIES: 


Improve and increase the public-health facilities by 
setting up new public-health departments in counties not 
now having them and expanding the public-health de- 
partment’s educational program. 

Federal grants to finance the education of a certain num- 
ber of medical students, who would agree to practice for 
five years ina rural community. These grants would be 
administered by the medical schools. 

Federal aid, through the states or private insurance plans, 
to finance the medical care of the foniaune. 

A federal program to “stamp out” tuberculosis. This 
could be done in two distinct parts: mass chest x-ray ex- 
amination by the public-health department with the aid 
and co-operation of local medical societies; and federal 
grants to the states for the construction of a sufficient 
number of hospitals to take care of all tuberculous pa- 
tients without a waiting period and additional grants to 
be used for care of the patients’ dependents during the 
time he is incapacitated by his disease. 

Federal aid to the states for the adequate care of mental 
illnesses to be used for the construction and staffing of 
adequate hospitals. 

Federal aid to the states for the treatment of chronic 
alcoholism. 


It seems to me that such a program would be workable 
and could be administered effectively and, though expensive, 


would result in a worth-while improvement of the health of - 


the nation. 


904 Naval Avenue 
Bremerton, Washington 


J. Amsvuet, M.D. 


THE CARE OF THE SICK 


To the Editor: What is the plain nature of the crisis 
in which American medicine finds itself today? It is the 
judgment of an increasing number of people in our society 
that the profession is not fulfilling its ancient function of 
ministering to the sick as our well remembered fathers did, 
simply and honestly. It includes a feeling that the mag- 
nificent modern developments in the science of medicine do 
not filter down among the common people except through 
an increasingly impenetrable screen of high fees and inscru- 
table specialism at the top, and men of poorer quality in the 
highways and byways at the bottom where the people see 
them. In the high towers of the medical centers everyone 
recognizes that a high quality of medicine can be obtained for 
a high price and after a long wait, but who will take care of 
my cold, my measles or my sprained ankle, and do it reliably 
and well? Why is it that I must take my chances with the 
optometrist in my small city, or else have to wait six weeks 
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for an appointment to have my glasses checked in the big city 
by the great eye specialist? 

Why has all this come about? I think it is partly because 
of a certain paranoid pride among the profession in the great 
teaching centers. Perfectionism has reached such a point 
in the great medical schools that courses on the care of the 

atient are a joke, a minor elective. Medical students, pro- 
maw and even the great clinics are so swallowed up in the 

ride of scientific achievement that the patient, who should 
ie the heart and core of medicine, has been lost somewhere 
among the laboratories. Give him a rarity like thrombocy- 
topenic purpura or Addison’s disease, and he becomes a dis- 
tinguished medical problem, but let him have cerumen in 
his ears or a tonsillitis and he is scarcely worthy of the atten- 
tion of the meanest medical student, or perhaps even of a 
technician. This attitude is sedulously drilled into the 
student from his first flights in anatomy until he emerges 
from his big-shot residency and hangs out his shingle. For 
eight or nine years he has studied rare diseases and excelled 
in solving diagnostic traps invented by his specialist instruc- 
tors. Then what happens? 

One of two things happens. If he has carefully played his 
cards, an assistantship is awaiting him right in the medical 
center, where he can continue his monasticism, never have 
to become a citizen at large, and live the rest of his life an 
approved monk of the inner fraternity, teaching the gospel 
fs high-priest specialism to new generations of admiring stu- 
dents so that they will follow his lead. Or he may fail in his 
economic safeguards and have to get out into a community 
and scratch himself out a practice. In the jargon of the great 
medical center that constitutes failure. Yet always a 
majority of the graduates of the great schools do this. They 
work like beavers. They find that they have to unlearn their 
training, start with their discovery of the human beings they 
are meeting for the first time in homes and community affairs, 
and take care, not of rarities, but of their prevalent ailments. 
Nobody at the school bothered to teach much about these 
problems — how to handle the high-school quarterback with 
the sprained knee, how to console the old lady with a hemi- 

legia, how to command the obedient co-operation of the 
co. so man with a coronary thrombosis. These patients 
cannot be cured with an x-ray film or an electrocardiogram. 
What is to be done for the patient with rheumatoid arthritis 
who cannot afford a hospital? What about the cancer patient 
whom the surgeons have given up? How does one get care 
for the senile dementia, the houseful of scarlet fever or the 
four healthy children of the widow with virus pneumonia? 
Are these not problems worthy of the best medical judgment? 
Yet where in our professional system is the provision for care 
of these problems by first-rate talent? 

There are plenty of graduates of substandard schools in 
the neighborhood, but where are the good men who will go 
out at night on an emergency? In many a community they 
are lacking. Men who should be there are sweating out their 
slow climb up the crowded ladder in the big city. And even 
there their eyes are so glued on the grinding competition of 
a specialty that they cannot see the crying need of good 
general practitioners in the city all around them. Who takes 
care of whooping cough, Colles fractures and epidemic diar- 
rheas in the big city — the pediatrician, the orthopedic sur- 
geon, and the specialist in internal medicine? At times, yes, 
or perhaps the hotel doctor in the next block. But where is 
the family physician? In many cases he just isn’t. 

If the increasing demand of the American people for better 
distributed medical service finally produces socialized medi- 
cine, it will be because the profession has as yet made insuffi- 
cient provision in its training program for the unceasing pro- 
duction of good family physicians. It is perfectly true that 
no one man can learn everything a good general practitioner 
needs to know. But some of our great teaching centers have 
stopped trying to tackle the problem. They have insidiously 
allowed their faculties to be monopolized by full-time 
research specialists who belittle the LMD. The entire atmos- 
phere of the great schools and hospitals covertly points up 
the errors and inadequacies of the general practitioner, even 
though it has been a family doctor who diagnosed the need 
for consultation in nearly every hospital case the students 
see. Little do they realize how many of them later will them- 
selves be the LMD. What is needed is a department 
of general practice in the medical schools, taught by subur- 
ban practitioners who bring the community viewpoint into 
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the classroom. For such teaching no large-city Physician ; 
qualified. The problem of medical care in the smaller coi 
munity is outside the comprehension of the institutionalings 
specialist. The whole problem of prodromal symptoms and 
the early, uncertain pictures of the prediagnostic Stages of 
common diseases is badly taught in large hospitals. The com. 
mon maintenance therapeutic procedures of office or industrial 
practice are likewise poorly presented in the usual medical 
curriculum. Matters of social service, public-health facilities 
and liaison with charities and state or county facilities are 
ignored. And such~ viewpoints as the doctor’s position ang 
responsibilities as a citizen in the community are |e 
untouched. These should be integral parts of the general 
practitioner’s training. All physicians, of whatever specialty 
should be familiar with them. A course in general practice 
should be required of all medical students, if only ty 
emphasize the type of liaison necessary between family dog. 
tor and specialist. Specialists need to learn how often their 
care of the patient fails because of the lack of any instructioy 
for follow-up study addressed either to the family physicigg 
or to the patient. Both groups need to know the vast diffe. 
ence in facilities between city office and country office anf 
between home and hospital. 

If socialized medicine comes, it will be partly at lea 
because this job has not been done. When will the medicg! 
centers learn, as the medical societies are learning, that the 
backbone of American medicine is not in medical school 
and hospitals but rather in communities, homes and offices 
all over the land? The real ambassador of American medi. 
cine to the people is not the public-relations expert of the 
large hospital, but rather the family doctor in thousands of 
villages and cities. And this the professors must learn if the 
profession is to maintain its place in the American system, 

Henry F. Howe, MD, 
Cohasset, Massachusetts 


BOOK REVIEWS 


Medical Writing: The Technic and the Art. Morris Fishbein, 
M.D. With the assistance of Jewel F. Whelan. Second edi 
tion. 8°, cloth, 292 pp., with 36 illustrations. Philadelphia: 
The Blakiston Company, 1948. $4.00. 


The first edition of this small book was published in 1938, 
In this new edition an extensive revision has been based upon 
the handling of thousands of manuscripts for the Journal 
of the American Medical Association and the special period 
icals of the Association. A very valuable chapter comprises 
the standard abbreviations for periodicals and serials listed, 
as well as an additional list of periodicals not now listed, in the 
Quarterly Cumulative Index Medicus. These lists are in 
valuable to medical librarians and all persons interested in 
the writing of medical papers. The list of recognized forms 
for eponymic diseases is likewise very important. It is taken 
from the standard nomenclature of the Association. The 
material is well arranged and covers the whole field of medical 
writing from the selection of the topic to the finished printed 
product. The publishing is excellent in every way. The 
volume should be in all medical libraries and should be acces 
sible to all persons writing medical papers. 


Germicides, Antiseptics and Disinfectants for Hospital Use. 
By Dewey H. Palmer. Paper. 15 pp. New York: Hospital 
Bureau of Standards and Supplies, Incorporated, 1948. $1.00. 


The service a patient receives in a hospital is the result 
of collaboration of many individuals. Such collaboration 
is easiest when there is a recognized hospital practice to serve 
as a basis for performance. This recent publication delineates 
the basis for choosing germicides, antiseptics and disinfect 
ants and outlines technics for their use. The contributions 
noteworthy in that it represents the first attempt to provide 
an authoritative consensus on the relative merits of chemical 
disinfectants and special recommendations for hospital prac 
tice in this controversial field. In accomplishing this pur 
pose, it inevitably focuses attention on the need for continu- 
ing investigation of the broad problem of detergents am 
germicides. 
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BOOKS RECEIVED 


The receipt of the following books is acknowledged, 
and this listing must be regarded as a sufficient return 
for the courtesy of the sender. Books that appear to be 
of particular interest will be reviewed as space permits. 
Additional information in regard to all listed books 
will be gladly furnished on request. 


Psychiatry for the Pediatrician. By Hale F. Shirley, M.D., 
associate. professor of pediatrics and psychiatry, and 
executive director of the Child Psychiatry Unit, Stanford 
University School of Medicine. 8°, cloth, 442 pp. New York: 
The Commonwealth Fund, 1948. $4.50. 

This book is the outgrowth of lectures given to medical 
students of Stanford University Medical School and like- 
wise is a revision and expansion of a syllabus written for the 
clinical use of students and resident staff members of the 
Stanford University Hospitals. It is not intended as a com- 
plete textbook or scientific treatise, but as an introduction 
to the subject, and is primarily written for the medical 
student, the pediatrician and the general practitioner. The 
text has been written in simple language with emphasis on 
the problems frequently encountered by the pediatrician 
in his practice. The material has been well arranged and 
considers the behavior problems of children in all their 
aspects. The preliminary chapters discuss child guidance, 
development and habit training, followed by chapters on 
physical, intellectual, emotional, sexual and environmental 
factors and problems. The last two chapters have to do with 
the investigation and treatment of behavior problems. Lists 
of selected references are appended to the various chapters. 
A glossary concludes the text, which is printed with a good 
type on light, nonglare paper. There is a good index. It is 
a pleasure to handle this volume. It should be in all medical 
libraries and prove useful to pediatricians and all persons 
interested in child guidance. 


Hemostatic Agents, with Particular Reference to Thrombin, 
Fibrinogen and Absorbable Cellulose. By Walter H. Seegers, 
M.S., Ph.D., professor of physiology, Wayne University 
College of Medicine, Detroit; and Elwood A. Sharp, M.D., 
Sc.D., director, Department of Clinical Investigation, Parke, 
Davis and Company, and lecturer, Department of Medicine, 
Wayne University College of Medicine, Detroit. 8°, cloth, 
131 pp., with 27 illustrations and 9 tables. Springfield, 
Illinois: Charles C Thomas, 1948. $4.50. 


This monograph on coagulants is based on developmental 
work conducted during the past few years by research 
workers. The literature of the subject is reviewed and 
analyzed. The bibliography appended to the text comprises 
370 references to periodical articles. This valuable mono- 
graph should be in all medical libraries and in the collections 
of all persons interested in coagulants. 


The Training of a Doctor: Report of the Medical Curriculum 
Committee of the British Medical Association. 8°, cloth, 151 
pp. London: Butterworth and Company (Publishers), 
Limited, 1948. 7s. 6d. 

This exhaustive report on the medical curriculum in British 
Universities is detailed in its recommendations. The com- 
mittee’s task was to consider what modifications should be 
made in the aim, content and structure of the medical cur- 
riculum in the light of increasing medical and educational 
knowledge and of the changing needs of medical practice. 
The summary lists 211 different recommendations. The 
report is divided into five parts: preliminary problems; pre- 
medical education; preclinical period; clinical period; and 
clinical curriculum. The last part, comprising nearly half 
the text, discusses in detail all clinical branches of the cur- 
riculum, and also includes a timetable or schedule for a 
seven-year course of instruction from the premedical period 
to internship, professional examinations and a consideration 
of the intern year. This valuable report should be in all deans’ 
libraries and medical libraries and is essential to all persons 
interested in medical education. 


Outline of Physiology. By William R. Amberson, Ph.D., pro- 
fessor of physiology, University of Maryland; and Dietrich C. 
Smith, Ph.D., associate professor of physiology, University 


BOOKS RECEIVED 399 


of Maryland. 4°, cloth, 502 pp., with 193 illustrations, by 
the late Norris Jones, instructor in scientific illustrating, 
Swarthmore College, and William Loechel. Second edition. 
Baltimore: Williams and Wilkins Company, 1948. $5.00. 


In this second edition of a work written principally for first- 
year students, much of the text has been completely re- 
written, especially the chapters on the central nervous sys- 
tem, circulation, endocrines and reproduction. Chapters 
have been added on catalysis and enzymes, vitamins, sensa- 
tion and the heart. The text is well printed with a good type 
in a two-column format. The illustrations are excellent. A 
comprehensive index concludes the volume. 


Modern Drugs in General Practice. By Ethel Browning, M.D., 
Ch.B. 8°, cloth, 223 pp. Second edition. Baltimore: 
Williams and Wilkins Company, 1947. $4.00. 

In the new edition of this manual for the general practi- 
tioner, the author has included penicillin and has amplified 
the chapter on the sulfonamides. The text has been revised 
to include the new drugs of recognized merit. There is 
a chapter on thiouracil and methylthiouracil. Lists of 
selected references are appended to the chapters. The volume 
is concluded with a good index. The text was printed in Great 
Britain, and the publishing is good. 


History of Factory and Mine Fatigue. By Ludwig Teleky, 
M.D. 8°, cloth, 342 pp. New York: Columbia University 
Press, 1948. $4.50. 

This small volume constitutes an outline of the history 
of industrial hygiene. The material is well organized, and the 
text well written. The printing has been done with a good, 
large type on lightweight, nonglare paper. A _ bibliography 
of 33 pages is appended to the text. A comprehensive index 
concludes the volume. The book is recommended for all 
medical and public libraries and all persons interested in the 
subject. 


The Healthy Hunzas. By J. 1. Rodale, editor of Organic Gar- 
dening. 8°, cloth, 263 pp., with 16 illustrations and 1 map, 
Emmaus, Pennsylvania: Rodale Press, 1948. $2.75. 

The Hunzas are a civilized race of people of Northwest 
India who are remarkably healthy and who have occupied 
their small domain for hundreds of years, and now number 
about 22,000. Living on a high plateau near Tibet, they lead 
a simple and isolated life. They enjoy a low percentage of 
morbidity. The present volume constitutes a plea for organic 
fertilization of the soil. The volume is well published 
and should prove valuable to persons interested in public 
health and nutrition. 


Rural Health and Medical Care. By Frederick D. Mott, M.D., 
and Milton I. Roemer, M.D., M.P.H. 8°, cloth, 608 pp. New 
York: McGraw-Hill Book Company, Incorporated, 1948. 
$6.50. 

This new volume in the field of medical care and services 
constitutes a comprehensive study of the rural aspects of the 
subject in the United States. The various chapters discuss 
present-day levels and trends of rural health, physicians and 
other health personnel, health facilities, medical service and 
expenditures in rural areas, governmental services and vol- 
untary health problems. The material is well published in 
every way and is concluded with a comprehensive subject 
index. The book is recommended to all medical and public 


libraries. 


Biology of Pathogenic Fungi. Edited by Walter J. Nickerson, 
Ph.D., assistant professor of botany, Wheaton College, and 
lecturer in medical mycology and dermatology, Tufts College 
Medical School. With a foreword by J. G. Hopkins, M.D., 
professor of dermatology, Columbia University College of 
Physicians and Surgeons. 8°, cloth, 236 pp., with 47 illustra- 
tions and plates and 52 tables. Waltham, Massachusetts: 
Chronica Botanica Company; New York City: Stechert- 
Hafner, Incorporated, 1947. $5.00. 

This volume is the joint work of a number of authors and 
discusses some aspects of the biology, physiology and bio- 
chemistry of the fungi pathogenic to man. Extensive indexes 
of authors and subjects conclude the volume. The text is 
printed with a good type on nonglare paper. The volume is 
recommended for all medical, public-health and _ scientific 


libraries. 


400 THE NEW ENGLAND JOURNAL OF MEDICINE 


Failures in Psychiatric Treatment. Edited by Paul H. Hoch, 
M.D., New York State Psychiatric Institute, New York 
City, principal research scientist (psychiatry), New York 
State Papchietric Institute, and associate in psychiatry, 
Columbia University College of Physicians and Surgeons, 
New York City. (The Proceedings of the thirty-seventh 
annual meeting of the American Psychopathological Associa- 
tion, held in New York City, June 1947.) 8°, cloth, 241 
ro illustrations. New York: Grune & Stratton, 1948. 


This symposium comprises the Proceedings of the annual 
meeting of the American Psychopathological Association, 
held in 1947, and contains fifteen papers read at the meeting. 
The text is concluded with a summary of the symposium 
findings by the editor. The book is well published, except 
that a coated paper has been used unnecessarily. The volume 
is recommended for all medical libraries. 


Pathology of Tumours. By R. A. Willis, D.Sc., M.D., 
F.R.C.P., Sir William H. Collins Professor of Human and 
Comparative Pathology, Royal College of Surgeons, London. 
8°, choth, 992 pp., with 500 illustrations. London: Butter- 
worth and Company (Publishers), Limited, 1948. $20.00. 

Dr. Willis has based his text largely on work done in the 
pathology laboratories of the Alfred Hospital, Melbourne, 
Australia, between the years 1930 and 1945. The volume is 
a personal treatise using the author’s own observations and 
conclusions as fully as possible. Similarly, the illustrations, 
with a few exceptions of photomicrographs, are from person- 
ally studied material, and most of the illustrations have not 
previously been published. The depiction of well known 
appearances of common tumors has been omitted in- 
tentionally, and the less familiar and special features and 
the range of structure possible in the less common kinds of 
tumors have been shown; illustrations have not been 
repeated under different organs or structures. The text 
is divided into two parts. The first discusses classification 
and pathology in general. The second is devoted to 
descriptions of special tumors classified by organ or struc- 
ture, followed by the tumors of general distribution, tera- 
tomas and chorionepitheliomas. Lists of selected references 
are appended to the various chapters. A comprehensive 
index concludes the volume. The type, printing and illus- 
trations are excellent. The book was printed and bound 
in Great Britain and has an added American imprint. The 
treatise was written primarily for pathologists, research 
workers and senior medical students. It should be in all 
medical libraries and should be of interest to pathologists. 


Vascular Diseases in Clinical Practice. By Irving Wright, 
M.D., associate professor of clinical medicine, Cornell Uni- 
versity Medical College, and chief, Section on Vascular 
Diseases, Department of Medicine, New York Hospital. 
8°, cloth, 514 pp., with 104 illustrations. Chicago: The 
Year Book Publishers, Incorporated, 1948. $7.50. 


This volume is one of the General Practice Manuals in- 
tended for the general practitioner. The first and second 
chapters discuss classification and methods of study of the 
patient. The following chapters are devoted to the different 
diseases of the vascular system. There is a chapter on in- 
dustrial and medicolegal medicine in relation to peripheral 
vascular disease and injury, and an appendix on a method 
for determining plasma prothrombin. The material is well 
organized, and the text well written. Lists of pertinent refer- 
ences are appended to the chapters. The type and printing 
are good, but the coated paper is too heavy for the size of the 
volume. The manual should prove useful to the practicing 
physician. 


Hutchison’s Food and the Principles of Dietetics. Revised by 
V. H. Mottram, M.A. (Cant.), and George Graham, M.D. 
(Cant.), F.R.C.P. (Lond.), consulting physician to St. Bar- 
tholomew’s Hospital. 8°, cloth, 727 pp., with 28 illustrations. 
Tenth edition. Baltimore: Williams and Wilkins Company, 
1948. $6.25. 

This standard treatise has been thoroughly revised. Much 
of the text has been rewritten, especially the first part, on 
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diet in normal life, which is practically new. The tess 
is printed on a light paper with good type. There is a good 
index. The printing was done in Great Britain. The Volume 
should be in all medical libraries. 


Gynaecological and Obstetrical Anatomy. By C. F. V, Stout 
M.D., M.R.C.S., assistant professor, Department 
Anatomy, and sub-dean and tutor, Faculty of Medicis 
University of Birmingham. With chapters on the histology 
of the female reproductive tract and its endocrine contro, 
by F. Jacoby, M.D., Ph.D., lecturer in history, departmen, 
of anatomy, University College, Cardiff. 8°, cloth, 248 p 

with 185 illustrations. Baltimore: Williams and Wilkins 
Company, 1948. $11.00. 

The first edition of this book was published under the title 
of The Anatomy of the Female Pelvis. In this new edition th 
title has been changed to cover the new subject matter o 
the placenta and the anatomy of the fetus in its relation tp 
childbirth. Large parts of the text have been entirely 
rewritten, and much material and many illustrations haye 
been added. The various types of pelves have been classified 
and described. Lists of selected references are appended ty 
the chapters. There is a good index. The type and printing 
are good, and the color plates are excellent. The printing 
was done in Great Britain. The price is high for the size of 
the volume, although the color work must have been expen. 
sive. The work should be available to gynecologists and 
obstetricians. It should be in large medical libraries. 


Handbook of Practical Bacteriology: A guide to bacteriological 
laboratory work. By T. J. Mackie, C.B.E., M.D., LLD, 
D.P.H., professor of bacteriology, University of Edinburgh, 
and director of bacteriologic services, City of Edinburgh; 
and J. E. McCartney, M.D., D.Sc., director of research and 
pathological services, London County Council. 8°, cloth, 
624 pp. Eighth edition. Baltimore: Williams and Wilkins 
Company, 1948. $7.00. 


This standard English handbook of bacteriology has been 
completely revised and brought up to date. The data 
formerly published as an appendix to the war editions have 
been incorporated in the appropriate chapters. The material 
is well organized, and the text is well written. The publishing 
is excellent. The volume should prove useful as a guide to its 
subject. 


Essentials of Public Health. By William P. Shepard, M.D, 
M.A. With the collaboration of Charles E. Smith, M.D, 
D.P.H., Rodney R. Beard, M.D., M.P.H., and Leon B. 
Reynolds, Sc.D. With a foreword by Ray L. Wilbur, M.D, 
LL.D. and Sc.D., chancellor, Stanford University. 12°, cloth, 
600 pp., with 29 charts. Philadelphia: J. B. Lippincott Com- 
pany, 1948. $5.00. 


This volume constitutes a condensed handbook for the | 


physician and medical student and other persons interested 
in public health. The subjects of tropical diseases and the 
public-health aspects of medical care are omitted from the 
manual. The text is based on the experience of the authors 
in teaching together for many years. A list of selected refer- 
ences is appended to each chapter. The volume is well pub- 
lished and should prove useful as a compendium on the 
subject. 


Twentieth Century Speech and Voice Correction. Edited by 
Emil Froeschels, M.D., president, International Society for 
Logopedics and Phoniatrics, and president, New York Society 
of Speech and Voice Therapy. 8°, cloth, 321 pp. New York: 
Philosophical Library, 1948. $6.00. 


This work is the joint effort of nineteen specialists in 
various fields. The text reflects the latest developments 10 
the subject of speech and voice correction. To each chapter 
is appended a selected list of references. The text is well 
printed with a good type on a soft nonglare paper. The vol- 
ume is recommended as a reference source to all interested 
persons. 


Handbook of Ophthalmology. By Everett L. Goar, M.D, 


professor of ophthalmology, Baylor University College of 
Medicine, Houston, Texas. 8°, cloth, 166 pp., with 45 illus- 
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trations and 7 color plates. St. Louis: C. V. Mosby Company, 


1948. $5.50. 
This synopsis was written principally for medical students. 


The text covers briefly the whole field of ophthalmology. 
The printing is well done with a large type, and the illustra- 
tions and color plates are excellent. A good index completes 
the volume. The manual should prove useful to its intended 


clientele. 


Arterial Hypertension. By David Ayman, M.D., instructor 
in medicine, Tufts College Medical School, associate visiting 
hysician and head of out-patient clinic in hypertension, 
Beth Israel Hospital, Boston. Reprinted from Oxford Loose- 
Leaf Medicine with the same pagination. 8°, cloth, pp. 508 
(173-265), with 9 charts. New York: Oxford University 
Press, 1948. $2.50. 

This monogram on arterial hypertension, written by a 
specialist on the subject, emphasizes methods of treatment. 
A bibliography of ninety-nine references concludes the text. 
The volume is well published and should prove valuable to 
physicians interested in the subject. 


NOTICES 


ANNOUNCEMENT 


Dr. B. W. Mandelstam has left his position as assistant 
director at the Beth Israel Hospital, Boston, to assume that 
of executive director at the Nathan Littauer Hospital, 
Gloversville, New York. 


NEW ENGLAND CENTER HOSPITAL (JOSEPH 
H. PRATT DIAGNOSTIC HOSPITAL) 


30 Bennet Street, Boston 
Lecture Hall, 9-10 a.m. 


MepicaL CONFERENCE PROGRAM 


Friday, March 4. Mechanism of Blood Destruction in Con- 
genital Hemolytic Jaundice. Drs. Charles P. Emerson, 
r., Shu Chu Shen, William B. Castle and Thomas Hale 

am (to be given by Dr. Ham). 

Wednesday, March 9. Pediatric Clinicopathological Con- 
ference. Drs. James M. Baty and H. f. MacMahon. 

Friday, March 11. Some New Methods for the Histochem- 
ical Demonstration of Enzymes and Compounds with 
Active Carbonyl Groups. Dr. Arnold N. Seligman. 

Tuesday, March 15. Journal Review. 

Friday, March 18. The Role of Mitochondria in Cellular 
Metabolism. Dr. William F. Loomis. 

Tuesday, March 22. Surgical Emergencies in the New- 
Born. Dr. Lorye E. Hackworth. 

Friday, March 25. Artificial Kidney. Dr. John M. Merrill. 


From 9 to 10 a.m. on Wednesday (except the second 
Wednesday), Thursday and Saturday mornings clinics will 
be given by members of the hospital staff. Medical rounds 
are conducted each weekday except Saturday by members 
of the hospital staff from 12 to 1 p.m. On the second and 
fourth Fridays of the month, March 11 and 25, Therapeutic 
Conferences will be held with round-table discussion from 
2 to 4 p.m., with Dr. Robert P. McCombs as moderator. 
On the second and fourth Fridays, March 11 and 25, Dr. 
Merrill Sosman will conduct X-Ray Conferences from 4 to 6 
p.m. 


All exercises are open to the medical profession. 


GREATER BOSTON MEDICAL SOCIETY 


A meeting of the Greater Boston Medical Society will be 
held in the auditorium, Boston University School of Medicine, 
80 East Concord Street, Boston, on Wednesday, March 16, 
at 8:15 p.m. A symposium entitled “Vertigo and Simulative 
Symptoms” will be presented from the combined points of 
view of the anatomist, otologist, internist and neurosurgeon. 
The chairman will be Dr. Philip E. Meltzer, and the speakers 
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will be Dr. Myles Atkinson, of New York City, and Drs. 
Benjamin Spector and William H. Sweet. 


NORFOLK DISTRICT MEDICAL SOCIETY 


A meeting of the Norfolk District Medical Society will be 
held at the Boston Medical Library, 8 Fenway, Boston 
Commonwealth 6-2800), on Tuesday, March 22, 
at 8 p.m. 

The following scientific program, entitled “Symposium 
on Care of Advanced Cancer,” will be presented: 

Super-Radical Treatment. Ernest M. Daland, M.D. 

Radiological Aspects. Joseph H. Marks, M.D. 

Hormonal Aspects. Ira T. Nathanson, M.D. 

Chemotherapeutic Aspects. Sidney Farber, M.D. 


All physicians are invited. 


NORFOLK DISTRICT WOMAN’S AUXILIARY 


The Woman’s Auxiliary of the Norfolk District Medical 
Society will meet in the State Suite at the Copley Plaza 
Hotel, Boston, on Tuesday, March 29, at 2:30 p.m. Mrs. 
Dorothy Hayward, R.N., assistant executive secretary, 
Health and Hospital Division, Greater Boston Community 
Council, will speak on the subject: “‘Nursing in the Future.” 


NEW ENGLAND SOCIETY OF 
ANESTHESIOLOGISTS 


The Committee on Education of the New England Society 
of Anesthesiologists plans to hold all-day, Saturday, clinics 
primarily for the physician practicing part-time anesthesia. 

On Saturday, April 2, at the Rhode Island Hospital, Provi- 
dence, Rhode Island, under the direction of Dr. Meyer 
Saklad. The morning session is devoted to clinical 
demonstrations and starts promptly at 8 o’clock. The 
afternoon session will be devoted io “Anoxia and In- 
halation Therapy.” 

On Saturday, May 7, at the St. Francis Hospital, Hart- 
ford, Connecticut, under the direction of Dr. Stevens J. 
Martin. The morning session starts at 8 o’clock and 
is devoted to operative clinics; lectures will be held 
in the afternoon. 

Any physician may attend by making reservations in 

writing to the respective directors. It is requested that 
reservations be made early. 


PHI DELTA EPSILON LECTURE 


The third annual Phi Delta Epsilon lecture, entitled ‘““The 
Future Diabetic,” will be delivered by Dr. Elliott P. Joslin 
at the Hahnemann Medical College, Philadelphia, on April 4. 

All physicians, medical students and interested persons 
are invited. 


WOMAN’S AUXILIARY, SUFFOLK DISTRICT 


The Woman’s Auxiliary of the Suffolk District Medical 
Society will hold its annual meeting and election of officers 
on Thursday, April 7, at 2:30 p.m. in Sprague Hall of the 
Boston Medical Library, 8 Fenway. 


ASSOCIATION FOR PHYSICAL AND MENTAL 
REHABILITATION 


The Association for Physical and Mental Rehabilitation 
will hold its third annual convention at the Hotel New 
Yorker, New York City, May 18-21. More than 500 repre- 
sentatives from the nation’s Veterans Administration, Army, 
Navy and Civilian Rehabilitation Agencies will be present. 
Mr. Leo Berner, chief corrective therapist of the Bronx 
Veterans Hospital, is chairman for the convention. 

Further information may be obtained from H. S. Wettstein, 
at the Corrective Therapy Section, Veterans Administration 
Hospital, Bronx, New York. 
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MASSACHUSETTS PHYSICIANS ART ASSOCIATION 


The Massachusetts Physicians Art Association will hold 
its annual exhibit in conjunction with the annual meeting 
of the Massachusetts Medical Society at Worcester, May 
24-26. This exhibit includes oil and water-color paintings, 
drawings, etchings, photographs, carving, sculpture and 
any other original decorative handiwork done by members. 
Any member of the Massachusetts Medical Society is eligible 
for membership and may exhibit this year on payment of 
$2.00 annual dues to Dr. Robert Buck, 5 Bay State Road, 
Boston, treasurer. Nothing will be accepted for the exhibit 
after May 1. Members will receive further details concern- 
ing final arrangements later. 


REGULAR CORPS EXAMINATION FOR MEDICAL 
OFFICERS IN UNITED STATES PUBLIC HEALTH 
SERVICE 


A competitive examination for appointment of medical 
officers in the Regular Corps of the United States Public 
Health Service will be held on May 3, 4, and 5, 1949. Ap- 
pointments, which will be made in the grades of assistant 
surgeon (first lieutenant) and senior assistant surgeon (cap- 
tain), are permanent and provide opportunities to qualified 
physicians for a lifetime career in clinical medicine, research 
and public health. 

As requirements for appointment in the grade of assistant 
surgeon, the applicant must be a citizen of the United States, 
at least twenty-one years of age and a graduate of a recog- 
nized school of medicine. Physicians now serving internships, 
who are successful on the examination, will not be placed on 
active duty in the Regular Corps until completion of intern- 
ship. Applicants for appointment in the grade of senior 
assistant surgeon, in addition to the above requirements, 
must have a total of at least ten years of educational train- 
ing and professional experience subsequent to high school. 
(All commissioned officers are appointed to the general 
service and are subject to change of station.) Qualifying 

.applicants will receive written professional tests, an oral 
interview, and a physical examination. 

Application forms and additional information may be 
obtained from Surgeon Genera!, United States Public Health 
Service, Washington 25, D. C. (Attention: Division of 
Commissioned Officers). Complete applications must be 
received by April 4, 1949. 


SOCIETY MEETINGS AND CONFERENCES 


January 7-Aprit 13. American College of Surgeons. Sectional! 
Meetings. Page xi, issue of December 23. 


Marcu 2-28. Consultation Clinics for Crippled Children in Massachu- 
setts. Page 317, issue of February 24. 


Marca 4-25. New England Center Hospital (Joseph H. Pratt Diag- 
nostic Hospital). Medical Conference Program. Page 40 


Marcs 15. South End Medical Club. Page 356, issue of March 3. 

Marca 16. Greater Boston Medical Society. Page 401. 

Marca 22. Norfolk District Medical Society. Page 401. 

Marcu 24. Cornell Medical Alumni Association. Page 276, issue of 
February 17. 

Marcu 28-Aprit 1. American College of Physicians. Page 158, issue 
of July 22. 

Marcu 29. Norfo!k District Woman’s Auxiliary. Page 401. 

Aprit 2. American Academy of Pediatrics. Page 318, issue of 
February 24. 

Aprit 2. New England Society of Anesthesiologists. Page 401. 

Aprit 2-9. American Association of Industrial Physicians and Sur- 
geons. Page 356, issue of March 3 

Aprit 4. Phi Delta Epsilon Lecture. Page 401. 

Apri. 5-8. Postgraduate Institute of Philadelphia County Medical 
Society. Page 240, issue of February 10. 

Aprit 7. Woman’s Auxiliary, Suffolk District. Page 401. 

Aprit 14. Practical Aspects of the Treatment of Hypertension. Dr. 
ohn C, Leonard. Pentucket Association of Physicians. 8:30 p.m. Haver- 
ill. 

14-17. 

February 17. 

May 4. New England Obstetrical and Gynecological Scciety. Spring- 

field Country Club, Springfield. 

May 5. Suffolk Censors’ Meeting. Page 276, issue of February 17. 
May 7. New England Society of Anesthesiologists. Page 401. 


American College of Allergists. Page 276, issue of 
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May 16-19. American Urological Association. 
Angeles, California. 

May 18-21. Association for Physical and Mental Rehabilitas 
Page 401. ation 
May 24-26. Massachusetts Medical Society. Annual Meeting. Wor 
ter Memorial Auditorium, Worcester. Cet, 
May 24-26. Massachusetts Physicians Art Association. Notice above 
May 26-28. American Goiter Association. Hotel Loraine, Madiso 
Wisconsin. 
May 30-June 3. International Congress on Rheumatic Diseases, Pa 
800, issue of November 18. ee 

June 20-23. Annual Conference of Health Officers and Public Health 
Nurses. Page xvii, issue of February 3. 


Serpremper 28-30. Mississippi Valley Medical Society. Pa 
issue of December 30. Be 104i, 


Biltmore Hotel, Ly 


Novemeer 2. New England Obstetrical and Gynecological Society 
Hotel Somerset, Boston. 


District MepicaAL Societies 


HAMPDEN 


Arrit 26. 6:00 p.m. Hotel Highland, Springfield. (Dinner Meeting) 
Convulsive Disorders. Dr. Douglas T. Davidson. 


HAMPSHIRE 


May 4. Annual! Meeting and Election of Officers. 


MIDDLESEX EAST 


Marca 23. 
May ll. 


MIDDLESEX SOUTH 


Aprit 20. Annual Meeting. Hotel Continental, Cambridge. 


NORFOLK 


Marcu 22. 
Marca 29. Woman’s Auxiliary. 


SUFFOLK 


Aprit 7. Woman’s Auxiliary. 
May 5. Censors’ Meeting. 


WORCESTER NORTH 


Aprit 27. Annual Meeting. 


CALENDAR OF Boston DistTrRicT FOR THE WEEK BEGINNING 
Tuurspay, Marcu 17 


Fripay, Marcu 18 

*9:00-10:00 a.m. The Role of Mitochondria in Cellular Metabolism 
Dr. Wiliam F. Loomis. New England Center Hospital (Joseph H, 
Pratt Diagnostic Hospital). 

*9:00 a.m.-12:00 m. Combined Medical and Surgical! Staff Rounds. 
Peter Bent Brigham Hospital. 

*12:00 m. X-Ray Conference. Margaret Jewett Hall, Mt. Auburn 
Hospital, Cambridge. 

*1:30 p.m. Tumor Clinic. Out-Patient Department. Mt. Auburn 
Hospital, Cambridge. 

Monpay, Marcu 21 

*12:15-1:15 p.m. Clinicopathological Conference. Main Amphi- 
theater, Peter Bent Brigham Hospital. 

Tvuespay, Marcu 22 

*9:00-10:00 a.m. Surgical Emergencies in the New-Born. Dr. Lorye 
E. Hackworth. New England Center Hospital (Joseph H. Pratt 
Diagnostic Hospital). 

*12:15-1:15 p.m. Clinicoroentgenological Conference. 
Brigham Hospital. 

*1:30-2:30 p.m. Pediatric Rounds. Burnham Memorial Hospital 
for Children, Massachusetts General Hospital. 

*7:00 p.m. Physiology and Pathology of the Kidney. Dr. Donald 
Van Slyke. House Officers’ Association. New Cheever Amphi- 
theater, Dowling Building, Boston City Hospital. 

*8:00 p.m. Norfolk District Medical Society. 
Library, 8 Fenway. 

WepnespAy, Marcu 23 

*11:00 a.m.-12:00 m. 
Hospital. j 

*12:00 m.-1:00 p.m. Clinicopathological Conference (Children’s 
Hospital). Amphitheater, Peter Bent Brigham Hospital. 

*2:00-3:00 p.m. Combined Clinic by the _ Medical, Surgical and 
Orthopedic Services. Amphitheater, Children’s Hospital. 


Peter Bent 


Boston Medical 


Medical Rounds. Amphitheater, Children’s 


*Open to the medical profession. 
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